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(74)ftfflA 
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(54) Kil^¥»ffii8I^C!3?&5SM'f>fct'^- 



(57) mm: 



D00008450.006 



(2) #J~F 8 - 5 0 6 1 1 2 

So 



(3) iff mW- 8-5 0 6 1 1 2 



D00008450.006 



(4) #g¥ 8 - 5 0 6 1 1 2 

mycmt tz\rmm^h^-r x m<ox7x * * -mmiz x o #^ 

§^S^*^it07t46^, &&®o»«^3iHK Mill 46 

siom & efen-r * £ * k « * #55 ^ t & famm& x ^g^ox 7 
^ * * - mm km l r ffi] it <b ti^ sf^ffl^o^ w i £ \mmftm\ z ^-r & 

w\i, ttz, shm<r>m&<Dimitztemfe*£.-r2> (m^w^^t-^ y? ( 

stenting) fpffl) JfiLW^f M^OT^lJOfi^^ tz\mWfom~Vtfr h * £ 
jfflfl&Bfe&ftg^ftfc <t T$M&mkWmk<n> 4 y \z\L 9 — (nWffikft&SJm 

^mmmmmmimmzm (ptca) i±, i«(oii^^#toit(; 

J«U 1983^39, 000 1987^^150, OOOO&Htf^lifeS *l 

. 1988^250, OOOO&H^HifeStl, ^ LT1994^$ T^500, OOOPTCA/^M 

(3) o PTcmomfmmommK<>^x^<^fr<7)vim%**~x 



(5) i|#Sep 8 - 5 0 6 1 1 2 

&l±7FVfcf2>ZtlX%"C^& (1, 2, 4, 5) o 

L < *v^r*^OitmSr«l««1-^ tLTv^fb^t/ (4, 

5, 6) td\ ^#:R«ffli-^>^ mtL<%\<*mm¥tQfflftmz%?2>zt 

m*M$:t Zflfz 9 I *S#ff ^4,929,602^) 0 

^;V#V>M (Verrucarins) £ J: n 'J (Roridins) f±, ±0*®^ 

ntVy^A-^WJT (My rothec ium Verruca ri a) jo J: 3 n-fc V -> *j A • 
nVv^A (Myrothecium roridium) K X t) IZ^iXM^Jt LXM£.Zti2> V V n 

Km-zzixbvfflmww&imtt, mmm&u nmtu ultimo 



(6) 8 - 5 0 6 1 1 2 

tz>fz®^&mx&z> : b) Mtymmftmm<7)*Km.wmydZfi\tfz>z.t^ 
mm"?h*zti)*3bz> 0 $5c, mmmm<vwmmmizt>fz<oxmz.z>(D'?: 

So 

z<d x 7 ttix^-K x n 7?^*mtxh%^<DAm<o^mz&^x^mx&hi 



(7) #£¥8-506 112 

it?>;^M'kJ&, mmomm, ttzumm^m^^y^^^-x^^^mm 

; (2) SStK*2#*-£;i&3&\ *MMiifflJfett«£ 

3 ) »7 h V 7 ? 7s (D^$L t tz \tfrW><D4 > fcf * - o 1 OOft^lM^K 

^ s tz \mm * mm t , * * \zn t -cft/ho^M £^1- & 
Kh<Dm\mttz\±mmw\mfc i k&i$irz>o s&k, ¥ft$*Hj&ojRitet£t± 

o ^H^o^offlJi, jfiiW^f ffimM<vm±<7>%^ n&nyyuAi- y-Qfflcf 
Qfi^'jr/ (CSPG) H#^(c^t^iflLW¥?f^^tt^^^^«(cML 
, *LT$if£U\MlK;fev>T, iOCSPG(i^250kDaO^i£^f1-&o $fi L 



(8) 



# Jt¥ 8 - 5 0 6 1 1 2 



+ 0- 3 M~1 0- 1 2 M^IS^Itt & £ 

&.yo5mik<owt'hft.¥ t tz n i- j z> ^ it v $> & 0 x^ttzti^ 

WMW&# V ^ t (M 7L (i\ $ V 7 * f - K £ £ «: sK V ^ V 3 V K) 



(9) #*¥8 - 5 0 6 1 1 2 

mm z & $ & v > x*mmm mm, &z>^ imwmm * ®.?m& £ <?> -e 
v^-e^Miio^ mmttzimm) nm-rz>o commit 

^M^Iin'J y>A&£Ifz/^- V^i-X -i^y^y^ (Pseudomonas 
exotoxin) , -etLib^^i^li^WR^^^o ft£^#4H&f„ fflx. 

Vb^vV (Pseudomonas exotoxin) „ ^ — 'f > 

CSPG) OffUlftM^U fLtffiLi«i:i3^T, i(7)CSPGfi^250kDaO 



(10) #S¥8- 5 0 6 1 1 2 

K£v>t\ tfaM s Fftfl3 : &&&? y^tmt^J ? n~^;p#i;#NR-AN-0l 4 £li 
^■O^WR^OFab, FvtfctiCDR (ffiffltt^^i*) O^K&ffiSftS 7 S 

* s jflLifir jb * tegg-c § & <t ^ k -r h o - <d x $ mm mm t± r ? ^ > <o mm kx 

DlJSt^ii:^!^ - ft fi Sf 4 L < ii t ± * > ^ SC^$ O IS# f : £^ -e £ 
^«$^cJflll : ffMM i fi025%4-e^i3V>r*Bi^, M4L<&V>RIi[ (recoil 

jflH : ¥M«<7)#m4^(iEii^ia#t^) j±, ^HBjoioife^-r^ 

-10- 
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(11) #S¥8-5 0 6 1 1 2 

v > x m f ZtemM <r> 1 0- 3 m - 1 o- 1 2 m <D m & £ M^lr h 0 
MM%ffi£r*mtmWir~-?Zyy-7Xffi^tZ>o 

Bi5A{i, itmm$ffimMZ£fanx24m%t&mLfzt£, m^u^^omm 

RA— NR— AN— 01) £ J: »JtFttf6»JOM ;£ L < &V^«t 
@5Bli, v - ij - Itftio i ^ttO#fflJfeO>ft»^^ORA-NR-AN-01 ft* 



(12) #S¥8 - 5 0 6 1 1 2 

, $Lfcfl.<7)24l%W<D»m&LK & It v - a - m tt & J: tfv - # - l»Of&l£« 
o V> T OPE-NR- AN - 01 feMig^faO 

El7A(i, ffiv>5#?> r^°^J -Tftfr-ib, 24BffflOft^^^, &V>T? 

[3 H] y >^Ofl^^tISf - ^ ^ ^"7 7 til, «ORAM^IJ(i 

^ov^-r##M6^n«it#tt-e^^^ *tfiaftK, ra-nr-an-oi 
imm km t xmmm wtt-e i± & v ^ t £ ^ 1- mmr- 9 * 7 ? ? xmt 0 

07CI±, RA-NR-AN-01f^®^#^^ffl1-^)^#:^(7)«O [^)VXj #L 

(Dmmm^ULfzt m.wzti%fr^fz<Dx\ M-m-M-otf&m&&fc* 



(13) #*¥8-5 0 6 1 1 2 



&vz>MMimKHLx& < m < mmmzmM t&^o tz z. t **tm&r- 

, ^2-7-^-|ttt«^Ms -tfcfr*>, A375^j$ffl-ra ^ RA— NR— AN— 01 

«^&it&ftira^ i nmsznz x i mmmm^nxm<m< law 

ok, ^-m-m-oMmM^amt^ [/vis*] am\±, umtMsm® 

& it & nmommmmommofz & ow? * m-to 

@9Bii, M^^TivKm&jkWfmfesmiz&tf&imm&fcxt&ULtz 

mtx itmt -e3t¥-r & 0 

@10B(i, X^7nx*°'J ^O^^/^g^is^^DNA^OPlS^jfiL^vf 

mmm ^mtx it&t & m$kr- tity?? xm^-r 0 

LTJtfrr £ m&r- tZFyy x*ffiWi- 



01 Hi, 62,500l§iCK7Ct^LT-eti^OV><o^«Bg{cJ; «9 
{b$^Tv^7°n-b^(ci3tt^eL#:M#e-X^^t^#i:Oi> K^M h 

-13- 
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(14) mmW-S- 5 0 6 1 1 2 

m 1 2 J4 , 62, 500^ L ^ L "C £#^-C<£: tf - X K ill:ilL £?Jt240# ffi K 
1313(4, 62,500l£}c*£7cL^LT£{£|*j<7)i; y y- A f^o^if -Xo^^j: 

l"i&*&£#J (4, i&jfc&l K * 7 "/ V y 7 L £ ($] x. J4\ #5 KJS C T V yfj 
~£®LT) Jto^rf^f 7t(ifflSh?HJ >7 ^o^tt* ^/^ff&ifti*-*-* 

r iJ v 7° U > 7 1 £ J (4 , 7HJ«;n^ (4 * > K 

t^^lJtC0*^|g^^7t:{4#*^r|t^^b^^ OtfcfctK 7 7>f>7 

ru^*-J f4, vhv^^^t^(4^rf^<7)M^tt^>/^K^^^ij^^ 

-14- 
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(15) #*¥8 - 5 0 6 1 1 2 

iOH^D-t'Jy^A-^'JT (Myrothec i urn verruca ri a) fc^y^n-fe 
'Jy^A • n 

'Jy7A (Myrothecium roridium) 4 J or^ftl|^Ojt£t/^&&'"<;WI/# V > 

2mi±.<nm^t y mtzit^-f-f- v^m^^^mi^mittzm^ 



-15- 
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ZbKWL<&, mm T^^^nx^U^J l±, ^©^^^t5 : K-252 
(#!!> $Jx-(2\ H#g#tHtiiB&62,164,626-^) , BMY-41950 (*H#I^5,0 
15,578-t) , UCN-01 (*S#^4,935,415-t) , TAN-999 (B^S^ffiHiilOl 
, 149, 791 -t) , TAN-1030A ( B*E##ttt«fc01 , 246, 288^-) , RK-286C (H#@ 
*jmtH«#02, 258, 724-Sf-) 43 «£ tf^-fr h <D«lft|IJ##:£> «t tfff^fto * * ^ n 



(17) #fc¥ 8-5 0 6 1 1 2 

><Dmmm±, -^Ho^&^-r^ : H#s4#frms£03,72,485; 0^ 
a#stmii^oi,i43,877-t, B^mmmmmo2,o9,8}9-^^nvu^mmm 

(SRH03, 220,194^ KhmzPCmmmf&MNo. W089 07,105-t, PCTgHH#ff 
tBUNo. W091 09, 034-^- & 1 tmiWftft&fflto. EP41 0, 389^*3 I OTON&frtfiE 
No. EP296,110#C!B«$aTV^^)O o K-2520=f ^Ojg^liBE 

are**,, H*iii#itmii^63,295,988^- ; u*mmmmms2 

,240,689-t, H^I3#IttBS061,268,687f-, Bffl#H: ft 111162, 155,284^ ; 
0 frfcHE#62, 1 55, 285^\ B *B#IftBK#62, 1 20, 388^*5 X If 0 
fHHK£63,295,589-ii\ & f> WlPCTSI&iRMfrtHKNo. W088 07, 045-^i3 J: TOffl 
ffttffiflNo. EP323,171-^ 0 

i tin «t ^ «® ^n7o^n h -r & 

X£#rf& (5£V££iiVI) o 



18 




11 10 

V 



-17- 
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(18) #ft¥8 - 5 0 6 1 1 2 

friz, y K-;Hfcfrt±, fittC-8^J:r/C- 9 K|§£-L£11 

£ I £J:TC-14;££liC-16tc^;v*£#;ft&o 5^<AMJi&Ofco£& 

J , tO*7v>K, t^*7y^L, -9">f b*5vVM, F*7y> 
N, t^f*7v>0, t>f f7'»P, t'f h*7v>Q, t^ff*7y>R 
^ ^Mhrt^vVS^ ^h^n#y>A, ^h^njKv>B^ tf^n^yyD 
, ^rf^n^y>E, yh^n>fyvF, ^"h^n^v^G, ^h^n^>>j 
, h^n^v^K, r^^sM >\ 7"n^y^5 7°n h*^ ^ 
t° U > D , :f * *° V > E , *° V y F , « t° V > G , T^^iJ 

1 925^; B#a#frffl«072 14,219^, B«#ftmi3fjl72 08,533-5§\ 
S#tfffiKfc72 23,394-^- ; B^S#!tffifII£72 01924^- ; 
IRH72 04,164-^(:Eft$tfrv>^> 0 

i£\ PTCAOIHI Knifed ^tL^PfWm^rtM^f^ttifiL^fi^ioV^Tiimi--?) 

ikmommte «t witt^ £ amis * 0 



D00008450.006 



(19) #S¥8 -5 0 6 1 1 2 

fommmmm<o®m*, ^mm^mmojmKx ^mw^fhu^ummm 

, #[7^7 7-sml , Biomakor, Rehovot, larael) , HMW-MAA^ i3 J: CfifiLW JSH 

mmtf> mm, mms, MAb 3G5 od &c#LT#^&&ifc#K«fc* 

«t £ BM*oft&&fei;: «fc *> lit & - b tfx £ -6 o JflLW¥rt«5*Hfla*5 «t 

^>v^i»-r^>^(i, 



D00008450.006 



(20) # S¥ 8- 5 0 6 1 1 2 

it mmm&it & fowmmmm ttzitMMmnmmzt-yvT^y y-t h mm 
*m$tu ^Lx^mmit^mfmmmitzimmmmmmommmmmm 

*mM<Dfom&mm mmm&m) it, mmizm&immzw&iLtzmmz 

>k<Dm\^ It Kit 2 &±.*7fsto 

- ($I;U£\ &0.5v>f ^n^- Y )l>~jfo\W?4 ^u^- \)V^ I 
L < J±$j0.5~&2 vOn^- Y)Vom^) ifzlti-/^ (Mx.lt, 

m.oi-y Mv~#jiooofv 

«t W f t < ti*5j50~#?j250^ ; j-y * £ fi7»t4ot9*K 

- $J3 -$J180B, £^bliL<ltmo-fo2]BOmommiZfofz<DX£k%d 

< itffiw~^B<Dm<nwm~t>tzvxmmi<D&m*mzz>£ ? ja£it£*^ 

i^tfzimmtmLxmc\z> : (i) &$m&*mzfem\<7>&wi (femm* 

^it (2) ^temiPSEMtm-rz t § <o^mn<omm 

- i ttzit 2&±.<Dmm&£?f/t fzimm&^o*-^ v-yiz^tz 



(21) #S¥8-5 0 6 1 1 2 

k , Mwmm^mm <D®5-&m £ m its z mm-r ieh %mm i* > - *i «b o 

J&oWSrSftfis .it ^LXffi^n? WWtltl 



(22) iff S¥ 8-5 0 6 1 1 2 



-CH-C — 0-CH- 

I f 

CH 3 CH 3 



0 
II 

0 -CH.-C-O -CUt 



X Zftf V7~k?-)V ( Polymer Letters , 18 : 293, 1 980) & X tftf Vt^Y 
(*a#lt^4,093,709^-) t^^^-fho 

^i^ffi u^im/^ 1 ; 3-^ko#v -7-^iit^7f v 

^ MxJ£\ >k<Dm^^M.KWM^flX^^'(kKX «3i£tt&::Cowsar^ 
"Poly (Lactide-Co-Glycol ide) Microcapsules for Controlled Release of St 
eroids," Methods Enzvmoloav . VI2 : 101-116, 1985 (SkW&ttOKTU 4 K 
C93f$£) ; Eldridge^ "Biodegradable and Biocompatible Poly (DL-Lactide 
-Co-Glycol ide) Microspheres as an Adjuvant for Staphylococcus Enterotoxi 
n B Toxoid Which Enhances the Level of Toxin-Neutralizing Antibodies," 1 
nfection and Immunity . 59:2978-2986, 1991 (f^V^f KOlffi) ; Cohen h 
„ "Controlled Delivery Systems for Proteins Based on Poly (Lac I i de/G I yc 
olicAcid) Microspheres," Phamaceut i ca I Resea rch , 8 (6) : 713-720, 1991 

(Wl&VMIfe) I £ X l/Sanders^ "Control led Release of a Luteinizing H 
o rmone-Re I eas i ng Ho rmone Ana I ogue f rom Po I y (DL-Lact i de-Co-G I yco I i de) M 
icrospheres," J. Phamaceut ical Science , 73 (9) : 1294-1297. 1984 (^7 



-22- 
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(23) 



#S¥ 8 - 5 0 6 1 1 2 



& Q m-tomm, zfibzm&LZLx^mfew&mt^&o &<D\mm 

«I?#T \z m&? hZ.h ifX % h c 

i««s^4i^»o mft&mmmmifcmm^fmom.]&ttzimmmM 

MxJi\ Tice^>> Biodegradable Cont roled-Release Parenteral Systems," Pha 
rmaceutical Technology , pp. 26-35, 1984&CfB$c 

$tlTV>& i ^ K ; Kent " Microencapsulation of Water Soluble Active P 
olypeptides," *BI#It^4,675, 189^^Sfifc$ tiTV^ J: 9 sKW-Oifll 



(24) 8-5 0 6 1 1 2 

%> immtom^&ycm-t %> , % t x mm ? toe^i * fgM-r * £ #> kh & * & 

fg^^1-^«0#®^^Oig^^«#:ORH^^ii^ ; £ i tfBeck<b, "Poly 
(DL-Lact ide-Co-Glycol ide) /Norethisterone Microcapsules : An Injectable 
Biodegradable Contraceptive," Biol . Rep rod. , 28:186-195, 1983^|Efc$ 

4^f-4-mmm^ F (ab' ) *, Fab' , Fab, & lV¥mft& Xtf/ttzlitfL 

fe<7>#mn.&&m& (cdr) ttzit^tih^mmmnmw, 1^4^ 



(25) #«¥8- 5 0 6 1 1 2 

; £ X ^^IIIWv h v -7 * * v -fe 7° 9 - (Mx. ii\ ^ t ^ V >- £ £ 

Lv^M««l§^tt^7°f- KJi, myc, ras, ber/Abl, erbB& ifOjt^f 

M^<D^}£h~y\ ^hmzA^->, h * W ^ i/-t7°?-, $lx.(2\ il- 

6, EGF, TGF& JfCl-nL, ^tLf>0^tt^7> Kti, ^ft-ftU &&flO>; 
(myc) , %, Mx.lt, ffiMM (ras) , fL*fe i OTM* (IL-6V-t7° 
, £«fc£m* (EGFiS £ OTGF) jC«^bi-*o ffiU4i|x7x^ 
-«lt^t4^7°f-K«-TAC, \L-2%£T$)t), itl^li, ^tfVftU ft 
ttib T *ffl)&£ i Ifv * u 7 r - v Kftffitt 2> o O 

tfnumfffimmomMm^ mx.it, mm, mm, mm®- 

izmilrZo UtL< li, temmit>k(D£d KfiUBt* : a) DNAOl&RfclfiW 



(26) 8- 5 0 6 1 1 2 

; mm'Wte'f * tz \$ wxmi > * tr * - j ) 1 1 t : & & 

v> f i d ) « * ^ ^ 5f i <7/ i tz \>Vv?x <Dtm i tz it 

bW-f, TF'J77^», feltttM (^U x. Ji\ Frlzberg^, *S#ft 
&4,897,255-^fc0H^$ftTV>£ %<n) , * K*7— > t tf* - (ffl 

x. {i\ x * 7 n * *° y » , (M x. {i\ WBmmk b^y^7-«tfi 

liS^^DNA^V ^ 7--tf\ RNA#Vj*7-^ 7 7*- ;V 7 - ^ v ? 7— if) O 

¥ffijMIi&OJt® fcjqjflflJ?" h 7 y f-tr > 7, * } ) zt* ? V * f- Kfc £\ £ ft £ ttjjffl 

^7°^KOi^ifJIM^>tt£*~ (1-£fr*>, fpffl%®> ttzitm 

*y, Mllf, IL-l) , ^ftST- PDGF, TGF-T ^77tf;li:-^- 

V FGF) , *-5>^-fe7°^- (fclxJf, Jt/h«fc{iFjJftL3t) * ££1^ 

: y, Y V 7/lf'J 5 v> (Trapidi I ; PDGF|£j/L%fC) , u;^?^-y& 

[fc&MM] <7>ft%fflit%.<7)i><7)t:&ir?Z :m^r^-^ (chemosta 
ctic) Sf^iW^OH:^- ((t#^^^^v>, $l£fi\ C5a, C5a d 
esargt £t±C4a ; Ullfe^v h 'J S^s flJAtf, 3 7 -y>##MBrtf*) <0> 



(27) #ft¥8-5 0 6 1 1 2 

&&wmmzMmt2>fflMftmjfo&&9>^?'g: (Mid r^i-y, «# 
(1- & *, > \mm%& x & «t $ ^ 

UiL^m 

>h<DMW&mKftM-tzx)i'Ki'y, ^y^yx^y, htyyy, 9* 

\iXWs4y\L\£9~-\ (DitMMiz, xpyuxt^) y, M^r-fey, &xif 
fEteLfc^rV r&XW =yy<r> \%yy^ va- • f^>>- 

(Pseudomonas exotoxin) & 0 ftt L^W&IZ £v>t\ teSfg-g-ft 

uvvyxhh\mm*i&m^xmm%Kz> 0 ^ynr-bm ^^7 7 > 

^•OA-7x^f (Fungi imperfect i ) 0±Oj|ffi^ X «) *l£ ri\ & 
• (Baccharus megapotamica) frb&mZti&M 

ty}X&2> (Bamburg, J. R. , Proc. Molec. Subcel I. Biol. . .8.: 41-110, 1983 
; Jarvisio «£ Cfllazzola, Acc. Chem. Res. . 15:338-395, 1982) 0 Ztlhit, 

Rm, x tmmv&itttzm £#f£<o^-e&<i> «t i \z&t>ti% da 

mm, C, Fortschr. Chem. Org. Naturst. . 31 : 61-117, 1974) 0 ^rflhl±, Bfl 
-AtDUsOVXim-f&tt^Xm^ZtlX^&o 

^kMOYVxTty) o fffihVnf-k^gli, *BI#l^4,744,981-^i3 
«ttf#g#*H&4,906,452-£ (£ i dSIJBK J; o Ttjnx.&) Kfr21R$*i-CV>& «£ 
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(28) #S¥ 8- 5 0 6 1 1 2 



4, S-v^-JK ^;WP#n-;K x^M/F'Jt-^ T-2f 

4 T-t h ^ryX^r^/' -;K 4, 15- y'7-b h ^l/^/ - 

(^tV5-^-^) „ 7, 8-yt Fn^yyT-bf^yX 

-7W^tV7^-iK NT-1, NT-2, HT- 2 , T-2, ^iZ/T-fef 
;VT-2 ^y> 0 

nny, I>'j3r>^ ft* y-AV; -;K 3-T-bf ^ft^y-^^y 

3, 15- yT-tf^ft^y-^P 
y-;V, ^,s;w-;K 4 -T-trf-^-z^^y-^ ^ 4, 15 

-y'7^f;^' k y-jK 4, 7, 15- h V T-fcf-^-AW -;K isi^r 
b7-Ttf^i/;-;i/ 0 y^-7°CoffiJji& > u ^x^^olticW^ 
y-n hn-H^^n fy/^^tl. 0 ft^J&ETC^th V n^^^fi^O 
^O^r^i-^, : ^^7>>J ^)1/JjV ^;v#V ^ J (-9* h 9 f^y> 
C) , D'Jy>A, n'JyyD, n'JyyE (thy F^ryyD) , n'Jy>H 

5 b^y/A, ^ h^rv-^C, 5 F^y/B, ^nh^yVA, 5n^y>B 
, 5Df^y>c, ^n>^y>D, nvh^rv^A, n'j^y>B, jsitf 

(Baccharis megapotamica) ^i)igft$ *i£ffllf |>*y#V>ISJ ft^t/ 
04^#£U ^LT^tLf>«it f!lx.{i\ Chemistry of Al leopathy, ACS S 
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ymposi urn Series No. 268 : A. C. Thompson;®, 1984, pp. 149-159) HIBflRStl 

vtx<o&Mtm {Mz.\z, mmtrmk) <d 4 (t*t>*>, ytmrnv. 

^v^-if ¥ftiiWtt^Bf t ^ ^) (1-**?^, f«14^2ij) xhz> 

„ **<7n^* 0 'J> (X^DX*''J Xiv^v • ^5 • (Sigm 
a Chemical Co.) , 5 -ffl-fe > h- ;M t> A^¥it^&&) > ^tM h # 9 

7,7 <> (FBA 

77-7yi-f^^ (Pharmaceuticals) „ n^^f Hl^xX K7' 
— t°]y~Ty K (DuPont Pharmaceuticals, Inc.) , h'Jn, ~?% s f-') t 

^ioAm~»ioDm) o *&w<Dmffl&ft&&$Mm<ommK&\<*xGm%mm 
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^ (Pseudomonas exotoxin) & 2?£ £ ii-f-tft^ C0«#:^ 

ffiomLxmfeBfmx&Zo znhommt, *tz, £-rs±& 

<DWM<Dtz&KbfZL^^Ml±, n')y>A, ya-hW'^Vh^yV 
(Pseudomonas exotoxin) , *7^>\ ?>^Jf3^ — -tM^ttf^ — (Mx. 

1rZ> 0 

mttz i±$a.mm mmmommmmm t tz \m& t tzum * wp z tz \mm? & 
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&OT?£>So Z.<DB#)Kfti Lv^flfli* * 7 n^^'j y£J;£j^- 
^n-->^i:j:f)) ( 

(CSPG) -eabO, ^t-C^j250kDC0^HtO^l:^^-r^CSPG^C0^IM^ 
#V^400kDOyn7-^^U*^«^#O^-C*S (14) o lootfcjfjt^ 
ef-7l:^-r^NR-AN-01^y ^n-^;vf/C#:Hj; «#t£a&o NR-ML- 

05tm^t^^y ?u-i-M%mi, m&mmm^i ^$$*ifc250kDocspG 

K&&"rZ>tm&2iLT\,*Z (Morgan^, *S#^4,897,255^) 0 
M& X tftfaMmmmmt, i tz, 250kDOCSPG& h fcfl&OCSPG&^Jftl-a ti& 
p^tltv^ (11) o ¥vf^«^M^1-^»NR-ML-05(ir?S^$tL^ (Fritzber 
g^, *H#^4,879,225f-) 0 ^/ * n-^-;^/C#NR-ML-05^ J: Wft^* 
NR-ML-05 No. 85-41 -41 -A2, f reeze#A2106(i, 7 J V * > • 9 4 7° • ii 
JV-f- v — - x ]/ ? i/ 3 > (American Type Culture Col lection) ^SvyO'/ 

9350^lt$tL^ o NR-ML-05ii, £ £ i:B|/7tSt^ n- >NR-AN-01O£-C 
^LT|f3SW^o«^(i^-tihlWI^'e^^o EifeSft&J:^ NR-AN 
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-01 (i, 4%kD<r)<DCSPGmmz&m&}KM'kt ^ifof^Ml^tt? w?* go 

oiRw^oufc^i e h - y (14) z tz, *mw<Dmm&&it& x 

?MM<7)250kDOCSPG{C#TO * - y 

tt^> J: 9 KHfr tU> 0 ft&ES&Oflffttt, 2 tz, 450 1 h lEttfcilfc J: 1/300 
M£M K&WZ 250kD<?> jftJf-^ <o*X* MAbO^ £ ^ U f Ltill^O 
^(n^i-Dfrlii&^m^Ktz (*IS#lt^4,979,225^) 0 -©F» £ 
ifc<Dt l&fizt&flfflK&^X^ CSPGrn^OkDO (OfXm^MLX\pinh ft fzim>{t± 

fa\Hxit^mmmm^m&itLfzo $<bK, mmzfizii^ cspgv-#- 

^ - * - Ml* <r>ft=£<o * r ' ; y flzx t) is «t ntt £ « t 

&fo<Offi% K X n fc5£ $ *l* o It^fScO 7 3 y <t O^NR— AN— 01 ffilSCiBt^ 

{so 3 xjtn^rw^ Mmmmmm,^ x n^mmmmK x &z ntzcspQ 
iz.o\,*x<D&&mi&*mi-2>, mmmmm^ w*-n, ^v^v^y^K ( r 

MKi$\<>x$i%?2>tztb<D, $|xJ£\ PTCA, S&Lfcig^* 00*. 
, ^/L#tfc(ii : >ttilfiLl : ¥ft^O250kDC0CSPG(Cov^-C<7)>104 V y M^/^;i/C9 

3$OtV*TV>yi^ tfz, NR-AN-OKO^-OtnLMttitr h-7°^<7)|^£ 
?l«Mt!l««IW^ f!lx.ii\ CSPGHW^iirJ-^V^TNR-AN-Ol-e-Oxtf 

h-7°-s<7)^0 3^7C<7)M^|l«t^ MttJ -fb^t/^Mt^Ttl^i^ffl 



5 y^coft 
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wmfffimmifzizik^mmmMKx^&mziiz,^ nr-an-oiocspg 

#tfffi£00, 41 1,893 A2-^^Pi^$ttTV^^{C^t^^-t\ itte^M* 
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h m& x mmrMozc e > - l -ci^tt^ 7°f- z tz, 
ffimwmmmzikniir&fzfrK^mT~$>z> 0 immn^oi ? %mn&to& 
wcmmKi ^ ^(D^oftfeitcDfz&Kmwmmizj&ftzti&c g^stis^ 

mtZZt § S o *&9§ O i *t t> OW&Oft Z L v^lt^fi^ 7°^ K ti, ^ * 
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(35) # K 2 ? 8- 5 0 6 1 1 2 

Wfe\£&® rv^tf-J ) £&^U -a<b<D'J ^*-fijjHW¥* 

Sfiife^^^K+^RJ&LTE&te^ (0!lx.lf, t KD^i/;K 7 5 y\ T 

#i^lft 0^^#{iMorgani5<tU f Foon (Monoclonal Antibody Therapy to Can 
cer : Preclinical Models and Investigations, Basic and Clinical Tumor Imm 
unology , Vol. 2, K I uwer Academic Publisher v+hf- a.-t y V j\\ \L yif A) 
*5«tmjhr ( J. of Immunol. , 133: i-vii, 1984) \Zl ^foZiltio 

mimmommmz^tz, m^mm^z^x, *s#it»4,897,25 

5-^\ Fritzberg^ (ZZK3\mK£o 

xmz-z) \±^mx& t)d2>jjv >y&<DWm-?$>2>o 1 t^m 

¥if^lt^tt^>^°^«^#*1-^,o £O^Ki3V>T, jfiL 

a) h V n-r-ir^ftgft: ; b) f'j3ft>^U^y^ 
-Y*JH<tf>m; c) b'j3f*^AU^H-h (HS) N-tKn^^ 
y >^f-FxXf;v ; 3ftl±d) *°'J -L-U i?>ttz\t&H£<7>#V?-<D 

6,452^i^iI#ffF04,744,981-t (- - iC «fc o "CDDx.*) KiE*$*l 

tv^o W^fffc h ynf-fcVtOM-Cy-; 7ilSO^iI£?FMt h 

tzfrKM KyyKMt^lo©^ #JS*O#g#iftBI(3l07/415,154 
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a v -f >; > yfeoMfi , ^t^t^i^e * y / ^ it * £ (2 ^ -/f - k\ mn 
u * lt ^ oit^n t ^^eii^rift^iijn Lfz^mmmm^-r 0 

«^IB«$tLTV^#jl|B(C^V^ii$tt^> : Cowsar^, "Poly (Lact i de-Co-G 
lycolide) Microcapsules for Controlled Release of Steroids," Methods Enz 
vino logy . 112 : 101-116, 1985 ; Eldridge^ "Biodegradable and Biocompal ib 
le Poly (DL-Lact i de-Co-G I yco I ide) Microspheres as an Adjuvant for Staphy 
lococeal Enterotoxin B Toxoid Which Enhances the Level of Tox i n-Neut ra I i 
zing Antibodies," Infection and Immunity . 59:2978-2986, 1991 ; Cohen h 
> "Controlled Delivery Systems for Proteins Based on Poly (Lact ide/Gly 
colic Aced) Microspheres," Phamaceu t i ca I Resea r ch , 8 (6) : 713-720, 199 
1 ; £ <£ tFSanders^ "Controlled Release of Luteinizing Hormone-Re leas in 
g HormoneAnalogue from Poly (D, L-Lact i de-Co-G I yco I ide) Microspheres," J 
. Phamaceutical Science , 73 (9) I 1294-1297, 1984 0 

i iz a y"i- <d w Y) a \ f o v > < o & o m <d ^ - K izftt %> - 1 m &-e h h 
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ma if , 7°n >m*^^rt & *° v -ilk/ ^ v 3 - /nfco^fc n -ira 

7kftM^>V^ U 7V-^t, ^R-N-C = N-R' (IitR(i3-y^f 

& ^ vStt-*- * t- ;v £ to \z^m T 2b -6 0 Itiiolt^tt *>/<?*«//* 7°f- 
Ktf>£$SB#(i, -t'jxoi: Kn^y ;i/g£, y * r 4 ^ OflBffitBt?-* ~ ^ * 
^-^fi^li^ >^^K/^7°f- K©y't;V7 r 4 K£«e>»7c 
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&-£1-*o ^v^-eit^tt^ W^K/^7 0 ^- K£-^7*f- Ki tz\t* VWR 

« L r o # 1 1 & - 1 £ %> o * ^ ; ^ K s & i* 7°f- v 

v 7° h 7 if *jy<r>—^9 >'*?%WBl<d%%j% vt-tytSGUtiL^o V ify K ( 
-f ^tt^7^KS^(i^^/^®/tf^bif^^» oiR*)ftit«\ 
ia^iOH>f--;Hb^^/^K/^7 o f-K^j£ffltTfei^ 0 

K-cfgttftu ZLx^^xTvyy-ttzteTsYXs-f + TvyytK 

j££«o lt^tt^>/^Kt7^(±^7°f-F^H>f->7 5 K*ynx-hN- 
7°^ FBIt^o ^;v»jOH>f-^;HbM^tt^ y^fW/^-fi- K£7tf 

* y > % t tz ii ^ 7°f- k o jr J) # \ t & o 
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* £ £ § KB&frlft K ffiffi $ *U> £ a*? § S 0 - ft <b <nmtT K > 

(C4x.£c ME^fi^-fM^f^ Cohen Phamaceutical Research , 

8 1713-720 (1991) fcfcV>T^$ftTV>£&#{i, #3&IBO£0®J|Ofci& 

v x * o tz , w^m Kftm t tz&=?<ont&mfa<oyi k & ^ & & 
% iv # ymo-gmmt, m *. if, *° u - urn/ ^ >; - ^mo^t^t** 0 v 

175 71^7-y ym&*fmir %>Z.t § S 0 ffl7 5 7 tf£»i, 
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m x. ti\ m%BX v 7 L X , *y^? 7°^ K <r> f - n v ^ MiS 
t & v r y~ v a £ « t , z\fi\zx. 19 ^t^Mifi^- t i^^ft * > / ^ 

Zfm&m^mtjmWimmr tn7W>3^ (atherob I at i on) ^Wrtfl&O 

m $ at s a\ & & x & * k >»r« t $ t fz im^mm 

<d 7 * - * x iztt 1 x mmmx & h i>\ h&^ii m\M tn*i <o/h Z^UMttzit 

momm&£TfBiA<7)$i<D&^xkz>o *$km<nzomm<nm&, ^mmm® 
?~mM<nmm\znLxmmwxhh 0 ^mnozwwMomit, mmm^ 



(41) #S¥8-5 0 6 1 1 2 

mn <d z (vmmom it , mmmm^mm^mm^mm. t tz * m? * 

ttzli&mmim±Ki£\J]T-T)V, C. R. Bard Inc. , 

-feyyftltf iiKl *)tii6$*l£*>?\ &£^fiWolinsky (7 ; ^S#^4, 
824,436-t) i?t{±Spears 

*s^(c!iiij3i$ti^o zziztkmittzmmmfrhmmzti&xiiz, * 
~~ 9 ) *w$te%m&&mzn t xmm-r z>tzt> K^mxmmmm^ 

#£IMl1-££t5& s #s??&tK -?-LT$^^>rco^#»(i||^(c, Mill 
a ) ii^ fclfr^* r)MD&fr h ojt^ ^i±ALfL r &wmA\&®-)ffc 

ho 

WWWzte^X, Z\(D^mm\Z^^^m 0ml 0200^ g/mlO^g^ 

(iNR-AN-01^ab^LT^*#J{±ny v>A, F'Jnft>Iir^^ 0 jflL^ 
^ #!l;U£\ &ftttzim&fr T£#M) **&WtZ> 
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tz&K, 10ml ti^iH^r-r^ 

<ommmK^^^M^<^om^ mtus, a) ^g^^M^ 
mm^^y^^n^m^mm^ ; b) SAoicix.?,^^; c ) & 

hh^ 0 ttiL^mm^&^X, ®0.3%& (t 300mmHg) ~&3jtCEE<a 

JEE# * JflLWM K 1 5f£ - 3 ^Iffii x. * £ «\ nr-an-oi t^WR* 

^r-r %> ftmm&fa £ mm^ommm^mmw <o * izmm £ * s £ * km 

«^o»(7)#MfetBftS4^Sti> «r!B£ 5 ^ - > JR«5f o^Prf ^ 

(6-9) ««^^#BI?J^LT#mi-^^*6^+^^i)!;ii^ 

i£\ a) ai^i^f>^i^^if^?ULfLTM»W^ XH 

&?<d tz $ tizx&mnv* § $ ^ * ams** <t tome 



(43) 



tf mW- 8- 5 0 6 1 1 2 



: jft0.01~£j100,u g/mlO~ hn^V-bV $J1. 0-^1000^ g/mlO* 
7^>\ ^0.001-^100^ g/mlO^M Mr», is J: TO0.01 ~$j105ng/m 

o^Mft; b) ±%£.&XV l &X<Dmm; c) &4$*i£&4^$j&*»i$ffl$ 

e^^t^^raiiii; d) mmmmfrh<D\mm<DMWi&m\ e) n^t 
4^<t>$iijm & 1 if/ 1 tz \mm.n o &w: Kimt %> -c* h 9 0 

t L^WMK fcv>T\ ^J0.3^J± Ct 300mmHg) — ^tr 3 coffin ^jflL^t 
MK15#~ 3 frWit&ifllx. NR-AN-01|§^tt^>^^SiC^Lfcf# 

h Z> o Wo I i nsky h „ "Direct Intrarterial Wall Injection of Micropart icles 
Via a Catheter !A potential Drug Delivery Strategy Following Angiplsty, 
" Am. Heart Jour. . 122 (4) : 1136-1140. 1991 Q ^?&g\$mmrtZ> X 9 
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£ti*- f7vt^77^-t:J; f)^7°n hn-Mcfc OSS^Sti* 
ZHZ> ; (2) 

^•to 5- (3) immim^mmmomm<vmMffl±, 09 &n mmomm, 

femm&m tzimmmK^xmm^mmmmmt^tz^KmM 
ztiz fcm&ttii, t tz, ZLimomvtnim tx*) »jt s^t a*-e § z> 0 

i ii izgmo/ - y <d % y- - t- )v ~c$> & £ t g z> 0 l o oft^iftlltl^ & 
ii\ fiaMMfc, mMMB, 7.7- y\ <r>Wt (Milt, foM<o*) * Jtm®&. £ 



(45) #£¥8-506112 

5 ~~5o%tzwmirz>mmK&^x, &wnxfemm^w*n^*mmLtz 
immttzmiv? y v v ? *mmm*^t%^mtz\±&mmmm 

HM&ffiQLX, tinMMOWzfeX* 7—7- frizz *9o< fcftfcSKfl^lfflKfcv* 

m%LtzMM^t%mm<nw¥m.mz&^x^ nm-r^m^ ^inmrnm^ 

^\ Kit, fj y 7°i)>?LX^ & ^ iftLi^f ISIt^tt 9 y>*>?% (ix. If, % 
«tONR-AN-01#L#) fcti£4^^&#im^ 

vuy titnmxhho ^^h, M.mmmm^?y^?mt-mzm^<D 

i^^^n-^^ £ it & t £ iiS-mSlo 

mmtz, mx.it, m-xot < t ^. i t c i o t , 
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F (ab' ) 2, Fab, Fab' , tfzliFvWfr) Xhh 0 1 

&n?y^?MO!$ni,Z'ifc^mttZ>Zttf'C%2> 0 $j0.06mg~0.20mg 

&v^\ MxJi\ FcV-tr7 0 ^-|t^t4«|*I«, 

TyTn (asialo) -I/-fe^-©ii^ILt, <?- LT^-H^ 4 f->&m&J& 

^(Dts&iz x *) m^t^mtx^^ - 1 ^-ei^o i#p»<7) r^n ? # -j 
mm^m fzimmmmmmw^zm- u:^ lt^s-s^* 

iXmnt, &8iLtzt*, (Mz-\Z, Ka<103/M-C) Ulll 

<r>nmzft&L%^zti)m%z*itz, mmufrbwmzntz, KY%m&xif 
v^7°?~tiz\mMttz\$m%?y^?ntimm^&hfcw*&i$-tz>o 
mmzfiz x i *§kw<om&foi5 x v&^fmjmm^&^xikmmg. 

& n % mmmm>& x tran^m mmm<Dmmm\± % mm-t zzuhomtrtzx*) 

rrn - Mmmmt&v) 7°?-? &x wmoie*& x ji/ z tz \±mm<v 
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mm, itzmm (&xnzbKmm) tz>tztbK%mx&2>fem 
, ztib&TTU-&^mmt&t:&&i-zi$^itmz&ZTi)\ brim's 

x&mm&fca x tf^Mmaskmmmmmi fzimmmmmmo^m^ x x$/ 
tfzimmmmKis^xmmm^to ^mffimm&zvfommmmmim 
&fflmo%te*mw?z&foft<Dm¥<nm&izw%^\fbtix %x&n, zlx 

®m<7)m& x ^jflL^tmoffifiL^TTMis x zmftMtonitoZteMi-z 
ffltt^miti-to &mm\±, tfz, mmLtzjkmm<vn\H&it**mifzmm 

*mmo & femoMti, ttw^mz & it & w^?^ ^tt?^ l ^o^jg l ^ml 
«aaio# w & j: * - t %> femm&ft k iw 1- * <> *§tw o t&«s 

^«4«^^ffl1-^i^^Of^^#(Cj3V^T, 1- ill 
K & it * Jfii«¥?t^» * fiiMJS mMMWMte X tfpm £ £ £*Mc 

* o mmmm<Dmm& x vmm& x mm$m z titzmmmmz x^^vv 
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ti, *LxfemLtzm<om<omm&±Tmm&w*w£i-zt%&tm 
if mm & <b a* Kfmmmmm & mw t , f u m t ^ o « % % #g 

tm\^mmttz\mumnmm\±, utL<m^xiJv--T)vttz 
^mmimmmm.^mmKm^L^Lx, mcect, mmn<ofmmm 
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7 * - n * ^m^m^mm^mmt %> t § , &4 $ & * 

*>i,zmm ttnmmm KMLxmrn* ^m^it t tz\m $ ^ 
x n^^^i-ymj-immimiifzitv >^mm^^>^)vt:tz^^, zlx 
mxmmzMLxmL<omttmmzi&&L*Lxv>/*m&*ff j ) 0 

M®%mm&fl2L$*. iList erg , «t t^s^tt 7 * - u 7s izmm t 
i^tcjifjioi^^a^ (tfcfc^ ^anNW) 
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:«»t>t^^ (stenting) ^ffl!iJflLW«^Eit^«$« t 

m&tvv-yimmmw, %knitzimmvMz&c\t)^ ;otiisii© 

israMi^ ik^&m*fzimmmm*wj?i?zimmt&tzi6(D^ 
h 0 ^mm^wpttz\mm±M.m^m^m^(Dn-m^wpL, ztuzxio 

&mzmm*&%mi<r>wMfrh&x,*) h-wm\&z*>z> x ? KBt>n. tarn 

i?«o t*- 9 ipTFt i^l^ JfiLf^ttftlfflfS^ W h # 7 v > B £ 

L£&, »(i^24B#r^rt^+7>^m^ Lfz 7 ? >*ft!kLX®Wl*n 
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M1-£o ^©IFIi:fev»t, «¥?f^«{i2~4 HmrttcjflLWo^* 
-?>IIim#IIBJO|Bl-e2>&o 

v^TSE^ $ fifz (HJfeMn) : L^L&^£>, te*3J^JliL«o#$jSL£*Rl± 

(i) JflL^Mtf (ILxJfPTCA, ^^Jfc'ffM; (PTA) & XfiTxn- 
A©Pt (MAMrotob later, 1^— ?~&^) , ^X^#f * J?£-£tr % 
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(iii) IffllOtllliii^Iffl, ; 

tz 0 Yijy y>B(04|^f> lraHCO§*ijO. 1 ^ V ^7 A 

(i) ikmmm (MAMptca, ll&^Wjfof^ (pta) fci?) xiiTfn- 

Ai3J|& (Mlfirotob later, V-Hf-fc^) , MMB^U ^^f:& t**&tr * 

(ii) mmmu^nm.^mm-f z> ( waif zoftRsygwizHLx j > tr > p -e 5 

^&^24MffSL^ lfiL«¥-/f^a»*(i, -^^;W3H-fv/> 

(iii) DNA^J&m#t£OK5frfr&ffli:T\ IB^tf^fffit-C 

o (MiJiW-efBMI-^^^ v^T if V- K 2 XH 3 ) ^Jgt^M&UHJfe^tt 

(iv) mmmmmm^mmt^ : 

(v) mmmmmm^i>-o 0 

^2 0^7°n h ruwcftto 



(54) # m¥ 8- 5 0 6 1 1 2 

(i) (0Ox.tf 5 BIB) ©iiH^t^ fPffltfJCf^ ±-C5#&a f 24B#IB 

(ii) DNA^j£ffi*Kov>rogJ!jW >H>n^^j3V^T, ^MlrC, ft 
M&Sfti. ii9ftv^^ ( fflxjf l oum) Kfrtzr>m^frfrb*iitX(Dfm 

50%^±<7)ia#*5iiE-f-^o ftmmm\ imomm.x\HWkmmmm5o%& 
k x n 50% o mm £ mm t £ <o £ m i k i- & <t ? £ & <o 

, *mn<vnmK&^xm%%mm?mmmm&, ^^-yA^^tz-r*? 
Kxwm-r « t & & o 

Wl (-r**>*>DNA^) Officii, fl^S<a^;!fcmo££0±£& 
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j&itaat ^ ^ffffi-r * £ & omj & & «b & £ft#& Kim t&zt &x ^ 
mi 

(-r^lgG2b MAb) <7)&&*mLX\<*2>o 
Milt* Wfttf^ tf sK-CHRPg^ $ *l£ "Y ^ V * * I gG t MJS $ fltz, NR— 
AN-01^4m<7)B#<7)M 

SOrtffllJfl«^atT«$nfca^^M-^^«^¥*-e$>-g>o NR-AN-01 
MabtOHRP^#ORSfi, ^ ^ * ^ v ^--tf S JC (feflfCft) tLT4-^n 
n- 1 -i-y Y-frXH3, 3' - y 7 ^ / ^ > f y > f b 7 t F n ^ n ' j K £ 

(0 i \z# 2 ^TKt) (# i , mi) *%mt-rz>tz*b 

H&mLtm^btifco mmmmii. mmmtmxm&Km&ztifzmm 
tusti^Wo znmwm^Mii, 4y^$xtv<7)ikW¥mffiKmm&) 
izm&Lfr-DfflmKzioft&ikztix, ■zhKM^mmmmmzttt&MAbCD 
muzm&Lx^Zo 

M2 

nr-an-01 tof iftst; ^n-t«c*fLt (JaTKia&-r& ^ 43 9 ) 

f'i^f-b >«#|t?)^ ^ 7. ? v * - F H^Sr-ft^W K 7> y y $ « 
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(56) m m¥ 8- 5 0 6 1 1 2 

-iCiot, NR-AN-OI&^n V y>AOg^#:^i$Lf:o 2o<ol^li 

s i -fitfu v j;vao2' & ? -^13' y yyztitzVt 

B-en&Ztitzo iO^Civt, 0 2 WEI 3 icffisairv** 2 oom^ 

ffl L fc. PD-10 SEPHA ROSE© ^vJU^DV h 

77^ (Pharmacia ; Pi scat away, NJ) K X ot^fiJOn V v > A^^fSL 

TKSE&t a « I) SDS-PAGER^m £M^m ( I EF) Cio T#1t"^X t £ 0 
S2ii, MS (RT) -CV?uu*9> (CH2CI2) rtK#£t*&7fC3^?B^ 

hvif^r^ (NEta ) RWjtf-frr^yWz? 

y (DMAP) £JBv>t\ &mtt--C|WJD<CH2Cl2ft-CN-£ Kn*y*? y>^ ^ K 
(NHS) S^y^nA^y^^v;>f5 F (DCC) f£|j££fflv>T, £v^i*|g 
Sr^o & 2 |£Pg7°n JcTs £ M LT<D u 'Jy>AAU^y-M^y>^ 7*- 
h (RA-HS-NHS) O^O^*OSlOEJS^*«EB&fi«J^^L-CV^ 0 

03i±, MS (RT) WfWA75 K (DMF) tpOtttffc t - V 
* *f-)\>*/ V ;v (TMMS-CI) ££M < ¥'V*-)V%m^X ; mx**J? nn^r/ (CH 
2CI2) ftOfetfcRsSL HJ^f-;V7^> (TEA) I^/xf^T 5 7 tf V v > £ 
ffi^TJRTT (CH2CI2) ftOtorr/^^ ; (TEA) Rtfi? * 

<f-)\>T\J tfU v~> (DMAP) £fflv>T ; WN- t Kn^y*? y >>f 5 K (NH 
S) My?nnMy;WW7^ K (DCC) Mli££ffli>T<h^o7^ f^S- 
f£o£5|£Pg7 0 n-bx£Sl.-ro, n'J y> zz-^x? i/yj < r- 

V (RA-HS-NHS) <0&m<Dtzto<Dt£2<Ofiti&ytt*WkmzmLX\<*2>o 
2' -nyy>-A-A^MS (_2) <7)&fo; 

0.5g (0.94mmol) OU'JyyAdat, 15ml <D y ? n n j* * > Hfifll L£ 
o ^O&iRKMLT, 89$L&# s S>0.104g (l.04mmol) O&^n^&fcfttfli 
Lfc 0 R)£M^%^tU 5mlO->^ nn^ ^ ytfjco, 0.2mlO h 'j xf;i/7 5 



(57) 8- 5 0 6 1 1 2 

tz (IIOll^loT, CH2CI2 I CH 3 0H=9.7 : 0.3) o 0.3mlO7K 

(3X50ml) £S£iS$^ J^TO§»lt*LT, 3 ooft^^ffiJRM^ 
£0. 575 g 

(96%) Wz 0 2 %OffJgfe£#?50%O7-fe h V ;V • *0*0ffiR$l^tf> 
^HWC18HPLC^tt, fifeH^i: LT0.36g (60%) O1^4*KL/; 0 
Xy*v>-U v>2' -n'j v^A^^^^v^-h (3) : 
30mlOv?nnM * ^4"02 / D'Jy>AA^^^f0.3g (0.476mmol) 
WLt, 0.055g (0.487mmol) ?)N-liKn^v^?y>^ K&fjUnL£o In 
U^KJBU^^MLX, 0.108g (0.524mmol) Oyy^DA^f y;^;^f 

tLT («0|^£#9, CH2CI2 : CHsOH=9.7 : 0.3) £ffiv>-CTLC£fi 1 & o £ 

M*. MfitTm*U Sfe@#£#£o MM^tp^ I»iiU2%© 
f^£fflv>-T50%<7)7-t: h - h V ^^ftWHPLClC j; ^ 0.208 g (60%) (0 
3_&mmLtz 0 

13' - t -7^;vvV f;^/ 'J ;i/n 'j >>> a (4_) <n&fc : 
0.5mlOyVf^*^A7y Kv«'t 1 <7)72. 3mg (0.136mmol) <On'Jy>Ai:^ 
Lt, 0. 055 g (0. 367mmo I ) O jfrf fc t - - ;V v y< f - tfO. 025 g (0. 368mmo I 

) o>f ^^v-;v=£r#imt7to E£>rI^t;^i5^ra^-eWL7t:o KJS^Tfi 

> ®"feffl$§#J tLTl% OMeOH-CHC 1 3 £ ffl v> X v V 7J **;l/SMI ^7^77 

> (1 : 3) im^xmJttu^ysfy 
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(58) 8-5 0 6 1 1 2 

7 4 Km ^ mm^m^mnLtzo &mm*h<Dmiz. imrxm^tx, 

H#:^LT0.66g (75%) <D4*Wz 0 
13' - t - Wv^f ^yV^2.7-feWV >^>A (_5) <D&$L: 
lOmlOv^ntM * ^COO.I g (0.155mmol) C013' -t-7 J f^y^f;Vy 

'J;vn'J v^At^LT, 0.3mlO&7kBf^ 0.2ml co h ij xf-;l/T 3 ^WlMi 

^w^y try vym^mwL, 2mmuximLtz 0 bljb<o%t^ 

fflifcb LT0.085g (80%) £>_5£#£o 
2' TWniJyVA (6_) <D&Wu\ 

5m\<Df- h7t Kn7 7>i£O0.05g (0. 073mmol) co 2 ' -7-fe;H3' -t 
- y f - )V -J * f - ;k -> 1; ;v n 'J y > A left L TTHFCDO. 3ml CO 1 MOf h 7 7*f- )V - 

BtcT®., m&mUM tLXl %cOMeOH-CHCI 3 ^V^ty V * y;V?$Jf ^D7 

o femm^Mt LX 1 %OObOH-CHCl3 £fflv>TvV #y;V±"C> 

fiMKLfco a^$^/c^|»^(Z)^IJ^K^T-e|^*L-C, 0.020g (48%) 

CD6_£@#:£: LXWzo 

2' -7-fe^H3' -A^^y-WJ^/A (X) : 
lmlOv^nn^ ^>t£co0.05g (0.087mmol) CD2' -7tf^n'Jy>A 

i:^Lt, 0.025g (0.25mmol) cofczjcrf /\ ^£35ml CO j> ij xf^r S > 

ftn t £ o mm tu, CD v ^ f - ^ r s j tf *; v > it n * fttjp l fz 0 
^imux2A^mmf4Lfzo 

RBycT^ m&m%M tLX5 %cOMeOH-CH 2 CI 2 £fflv>TPMS* n**' h ?y 7 

4 Zftfr o fco R)ScO^70# *T30ml co^f^fiUn t tzo h cOjf 

£ 0 MffiT-e, li^^/i^m^f-^S^^covMiJ^^t^o 
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(59) mMW- 8 - 5 0 6 1 1 2 

y'J*^>*^^ILTill, 0.039g (66%<D7_£ fifeSftfc LXWz 0 
^y-v>^ v;i/2' -T4rf-;H3' -D'J^VAA^^y^-h (_8) 

2ml Wv^nnM ? >t£O0.036g (0.0050mmol) ©2' -7-fe^;H3' -n 
V i?>A^$ 3/^K^L-C0.009g (0.09mmol) ON-tKn^y^^y> 
<Y 3 K&ttifflLfco WL/:iIdtLt, 0.012g (0.059mmol) O^y^nA 

^71*. K&ffl^J tLX 5% OMeOH-CHa C I z v> r v V * Jf * n v h 

frt><r>mm*. m&Txm^h, %m^tz 0 mmmmntLx $%me®\-c\\ 

2CI2 4M^Ty'J *y;^7Ait«ti^i«$tf; 0 ffi^fc&Stifc:^ 
h<DmMiM^.rxm^LX^ frfe@ftfct-C0.025g (61%) 0_8»*t£ 

X^y>^y>_2_' -D'JyyA^U^y^-f (_3_) tX^y>^y 
;l/2' -7-fef-;H3' -o'J^>A^^^y^-h (8.) ^NR-AN-Ol^jvft 
(MAb) (C*j"T<i>«^ (3V^-y 3 >) ! 

fi-C25%Oy7f^;V7t^yK (DMSO) *§£iJO#£T-?*^M«^pH 

8. oic-r, &£*EB£fi 1 & o 7^0 h 'J nT-tviiiimo^^ftitii, 

2' £1^13' n'Jy>Ai 

tift (_3#tfJD k^v>t, zti-eti2s: ix.xm: ixh<ofz 0 mmm*. 

®£-EJd*0. 9-1.0 mg/ml-e^o^o 
25mlOffi#fcO&ijSft&2' (3) a6li£lT©t^D-C*of; 0 

V Cffcfc^PBS ; 150mM£>NaCI, 6.7«#7> V pH7.3) fflml 

(CO§5.3mgOAb 4.7mliC^LT, 1(JmlOPBS&tf 5 ml (0.5M, p 

H8.0) =HJ1»lL£o ®^^~«L&^ at^^Lt, 1.37mg 
^^y>^y>2' n>jr/AA^^y^-h (3.) £#fr6.3ml ODIVIS0 

£ 1 mm Kfotz*) myxm x. £<> 
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(60) #£¥8-5 0 6 1 1 2 

mm: 

mUlr&fzlsbKli, PBS* -C^iHb£ ^Pharmacia PD-IO-fc? 
?D-^S*5i*CMLT, 1 bIOSIST 'J 3 - h*2BIxfc. 2.4 
-4.8 ml(7)H^\ &ffi$ft£g^ffc&J|X£L£o 
IS #T IJ 3 - Am icon© PM-10 DiA-flo© ^ 

mS±"C1. 5-2.0 mgOAb/ml*^fciJl&$-££ : >k\~, 0.2^ 
elroan Acrodisc® % M U X MW Z> M 5 «1 <D flt« T! J8 Bf # 5 * 

f^o 13' o'jr/A uR-w-om&fo*m&imxir<%M)m (ir%t>^5~~ 

10°C) trj^L^o 

m&M1f& (Pierce Chemical Corp.) £ffil>TBCA$uE(: J: * >/^®?IE 

4B#w (2' g£#Kov>Ti±Mi&-cx{±i3' 

iMfoWPFS^ &KPM-30JR£iiL-C5 

af-S - t KX-oXftft^fZo "AK^fl^H50 ! 48 : 2 OCHsCN : HaO I HOACJfcO 
^lfr*£fflV>TC-18&fflHPLC±"?ny y>A(lo^T^>S4-t^t^o 13' g 

1.32tf)ffiIE#&£fflv>£o 
DuPont Zorbax® HPLC±T*©U- 4 X* M 0 O V h ^ 5 "7 >f & S 
erva© yjpspfi (pH3~lO) £ ffl ^ ft # « * ^ £ & $j t> H ft C ff « 
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(61) 



8- 5 0 6 1 1 2 



M3 

zttffrfrvx^tzztfrh ; ^To^!i-effi^l-^#F^o#< ksv^t, csPGie 
mmm & icwt & BosAitmmmmmmR oa375m/m (m^m : atcc#c 
rli619) mmimLtzo 

?~-/U-l<D* \z A375M/M& U s B054«HJia * &tt Lfco 7° V 
- h £ r ;i/ 5 * ^ ;ke> pfj 5 %co 2 /95%^<7)tip?I#H^:rt-r— B^3 

7°C-?M ^a^- h LfZo &18B#ra^ -f >df jl^- v 3 > 7°lx- h L 
, SlOKfs^r^C^^ 5frm.05%<r>y)V?)VT)i>r\z. KTlfflKEteLfco @ 

^O^. T't'-h*. O.5%0 Tween-20® * ^ t/ PBSTftfiEBjC 




CH(0H)-CH 3 
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(62) #£¥8-5 0 6 112 

ttiotzo v y A £^-frNR-AN-01 fem%m&fo<D 2 fe<D®m&%m%, 10mg 
/ml-ZOng/mlO^ >^-^K*S-cm»U 2 oco^;WC#^L£ 

o 5#\ 15#\ 30^tf60^RNR-AN-01 t&lz 4°CXy Is- h£>f>*^- 

(PBS* 5 %CD ^- *7 h 'J J&»/ 0.5%® Tween20® ) * Sn X. fc 0 CS« 
^m^^t^^^^^lOOmlOHRP^^^fc^^^/Cv^^ IgG (Sigma Chem 
ical Co., St. Louis, MO) fciOx., 1 B#ffl 4 h U 

^ ^ I gG£ It* t ^ < PBS/0. 05%Twe 

en® 2, 2' - 7 V J - £ 3 - If iKy^f 7'/ 

V ^-6-^;i/^^g| (ABTS) fe*ji£*jC SriM]*.* 
i^Ciot, mm^& t £NR-AN-01 

frfcftflfcfttfco WfrfBMy^^-YLfz®., Compaq n > tf a - * «fc -5 7*- 
* JR*ffl KUft $ ft^EL I SA7V - htm *) lUtt * JB V> T 41 5nm& tflMOm-CI&JK 
Sfcffl^t* - t K X oT, lffl!SiC|t^t^NR-AN-01<Oi^m»ibtfCo 

04A(i, NR-AN-01O$5$^^M (NRAN01 ^ g/ml) "C5 
#H! («IE^, 04 A) , 15#H 04 A) , 30^ 

(fife?) (Hfe?) 

n (HiiiE^ E4 a) xmoftm (mmmfk 04 a) , A375 

(Mfe?) 

m/m^Mt4*ffl^^4°C(C^o^ (t&fr^MORKfcBfrCfcfc) ^ > tf h n 

m^m^i^^ym^Lx^^o A375l»i>tf1-&NR-AN-oi MAbo^ti, 

*^^=S:l^*1-*^< -ft?#-U HRP^^tL/i-Y^m^^^lgG^jtJPtTlffl 
J®i|t^L£MAb£S&$-S\ *lt^0^^2^L#:^^1-^^<f»L, 
^v^-^Wc#><7)2, 2' - 7 y7 - H'^ 1 3 - if 7 Xf 7 V' 'J> - 6 
(ABTS) S5f*#*n1-SifcHJ:oT, SdMbStifco 415nm£4 
90nmOffl#K:fcv*T30#&i;:S£&KftLfc (ABS415,490) 0 
04B!i, 04 A^LT±^L£k<Dt«mt&M«\ £f£LA375m/m 



(63) #X¥ 8-5 0 6 1 1 2 

111 4 AStfEl4 BK^$*lfcil§*ii, 20ng/ml tV^«Offli-e$^4°C-e 
5 #m I*] A375& WB054HBJ5& -6 NR - AN - 01 O^T E * ig^ =Sr ^ t T V ^-5 0 

HMM4 

n V v>Roridin A %^-NR-AN-01jfr£ftoaft:fe 
5 fn>K'J TMTT^S^ I *) ) i^rT n y y > 
A (RA) S^-NR-AW-01^#O^*J^TO^MM5^^6^5Et^ll 

.^m^L^o W4oit(i, nsnctagmw (sp^2 4b#k) ym<n>n 

mm («cspg -v-^-" s^i-amufe) w¥Miift«£^At£i^j: 

K&#>tzo mm? y^?K&j&xmmim^m$t{mzmmmm^mmtz> 
fr$>z>\m u wimw zw^x m^cxmrn.*-^ y*^^-vix) 
mmmmKmitmmommmm^mmLtzo 

*;?u-i-)i>ffifr-mMm&ft&\n v\voxm^fzi§&^te^-*--$mz 

%m<Di £ m v> TT^O i n v i t ro-C * SMt %>^t ii#&<£>^ K & 
^XltmMT-jbZZttf&ZtlT^Zo Lfztf-oX, RA— NR— AN— 01 — n y Vy 

£H*feL£o RA— NR— AN— 01 £ffll^it^<7)M*£|w| C < 24B#|HJ«Ojifin y Vy 

Ao^ffltjttjet^o fiMWF^yj^At (mtt) m^mmLxmt 

3- (4, 5-y^f^f7 , /-^-2-'f;v) -2, 5-y'7x-;Vf ^77 
'j^A (Sigma) £ffll>Tmft#?§ft£«!l5£L£o ^Of&tfi, fflfa* v*y 



(64) #£¥8 - 5 0 6 1 1 2 

MtTji, mh m&m) mm) mmm~?~*-mmMmmt 

Lt, &mzHT29mm (^mm ; ATCC #HTB38) ttfflv^ 
£ 0 ti&Offt&KfcV^Tfciu A375£v-#-0§ 

0 X 1 03 «/ * J- )V CO B054f B)& ^ 2. 5 X 1 03 Blk/ *7 ^ ^ "C* x. tf t t £ o 
I|D'Jy>ASff2' RA— NR— AN— 01 (fiP^NR-AN-01 £ 2 ' ffctt-tVsS*? 
v * - b (HS) Sri^L X n V v > A) O^ge 2 f&#f^£20mg/ml -40 
mg/ml O ? $tft Eftffl-eDMEM* KSJjR t £ 0 «M£ W ? n x 
JWCifflx. (100ml/ ^7 x;v) (r»!9) , yv-b*r^5?|"(?<-5^ 5%C 
02/95%£%XM&ZfL%mm^%*X37VX2mfflJ ^a^- h L& 0 24B# 
JfrWl&liWfflL 0&3lK<fc*>) > fff¥*DHEMSrJnx.r (100ml/^x;l/) 

> s»£MLt$<mc-^c (gp^>i6-i8B#re) "(UfflFr <DfflJ >*^-Y 

Ltz 0 " M$| m " 1*7 Bf ^ > # J. 71/ tc 5 mg/m I ?)MTT?#f&20m I ^rtJUx. T|fflJ& 
ftMff§14£8!l£Lfco 7°P-h^^V\ 37°C-e4Bf^-f >^r^.^- Mi, 100ml 
/^x;V(7)10%SDSX0.1N HCI Srifllx.* - K I *) EJS£jg£ Lfz Q 16-18BIW 

H5A(i, in vitroftit^Jj^^ 7 KTFLfc *K £<9&£\ B054 

V-^-PH4^?f^«^^^^?tJ^ORA-NR-AN-01 (NRAN01-RA; I2 5AO 

era A) xii»D'jy>A (jiHRA; 05 aco^m^) t-mKimwy 

Jf^-hU afLt, $£>K16-18B#K, (o/n) MMffiOP^* 
^ML7t:m(C, mrt^-Cftlfff&tt^P^^o «RA^r/RA-NR-AN-01<7)?tE 

immzmhu^^yk^ndMrn. (ttBi^*^-; hu, mg /mi) ( 

SP^#tfc£K£tt£NR-AN-01 * >^?W?)|£mg/ml "Cfifc < ) h LT^bStl 



(65) #SFP8 - 5 0 6 1 1 2 

0 5B(±, m5AKWLX±&Ltzi><Dtm%L<0l]&'?$mLtz\n vitrofiti? 
54-7- * -m&FftffifflM (B054-NRAN01-RA ; 05 BOfiEg^) ; HT29v-# 

- mmmmm (ht29 - nranoi - ra ; m 5 b <d *mw&) ;Rvi t Mw?-%~-m 

tt« (M14-NRAN01-RA ; M5B<D^mmft) K&irtRA-NR-AN-OI (NRAN 

01 -ra) vfroimzstmt&o ms AizmLx±.Bztix^%idK, *mwi 

yy Ah%>^\±2' X!i13' RA-NR-AN-01^^#fC^V>-C24B#F^-r 

9^1" &o RA-NR-AN-01^#CO^ffl(±, (B054&^M14) Stf^lRft ( 

HT29) ,«^tLT##^PlW14t!^^ fcSfcflS (0 5AW5B) 0 ffi* 
ftfflti, >10ngXml^Mn y ^> AXtiRA^#:?^T«l^$ afco 
it$eO£*MC, aHJ3&{^l3M"voL- K^^-^JRPseudomonas^** (PE) 

riLtlt ^^^.»^W«^PEX(iPE-NR-AN-01^24Bfr H mam, IITTtfe 

S-e{t»tt*iS^^iu{c (±15) &ev*fc 0 

[H 6 A (i, HI 5 A (CM LT±f£ L£ fcOi ^O^-CHM Lfc in vit rofflfc 
«(C^.(?tPE-NR-AN-01 (NRAN01-PE) (fiP^RA-NR-AN-01 Ttifc < T) 

^mmmm (bo54 ; m 6 A^em^) ; ht29v-# -ismi (ht29 ; 0 

6A©^I|f) ; S.^MH^-^-pfttltt (M14 ; IH6 A<D*mMft) 
V*£o £OfttT?t±, S^OftJgii, jug/ml NR-AN-01 

^-^^r— (%^bb) HT^to 
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(66) a^mW- 8- 5 0 6 1 1 2 

06 B (2, 0 6 Aic|«LT±fELfc#££IWo#&^ifeL£in vitroftii 
(PE) ^PE-NR-AN-01*fflV^r±iB-e#<b*L7ta* (BP^>06A) 

me ARXfmeBlZT^Ltz^a, PE-NR-AN-013tfi}S!in V v>A-^024 

^mmm a , > ^ oong/m i nmste imm l xmmm mm& & ^ l & «, 
mmm 5 

MMtti:RI?t/^nlIg)M 
-e«) # 9 y W&m (3 H - n j v > JR j: \) «J£) o W7j 

mmwj>a (ra) xtetemm&&fo^<D5frmmn<7>W)%k*ftmLtzo 2 

' Wt {2' RA-HS-NR-AN-01) XJ413' f£g (13' RA-HS-NR-AN-01) "C 
^^^•>^ (HS) ^^Lt^t^nu v^A-NR-AN-M^ffiv^ (13' 
RA-HS-NR-AN-01 blZ^ UW>A<D2' 7-bf-Mt L£) 

o RA, 2' X(i13' RA-NR-AN-01*&£-#&, 400ng/ml -780pg/ml OitEISB 
OMDMEMXiin 'j v>A^-C2fg^«t^ (M^ifiif-^Tn <J ¥>AiZ 

nLxmmkLfz<7)i:\ vmt^mm.x^^mMitmt^^t^x^tz) 0 u 
fj -ni4A375^^-7- fj ~mmn2MmzRfttwmo?i<oim mRv 
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(67) 8 - 5 0 6 1 1 2 

-wtZ/y (0.5mCi/ml) (Xf±RA) <D5frW®MM&.\~lK\k^ *y>* 

y>F«SL 

. ^tCSLT, 5% NBS/5%Serum Plus® ( HP 5 A 37 

5X(iHT29«ffl) ^X!±10%FBS (HP*>B054|fflISffl) % c^f"?" %> QMEMligOk fj 3 X*2 
*^!9 m (m.d\K£*)) , 3H-n^f'>>^iin£7c (±|Bt|S|#) o ^ffi 

*nmu mmt-r^x, immmm (wt,ioo%^js) tJt«ei-&c:^j: 

m^^^ffiLT, (PHD™*fflfl&l|X 

HM: (Cambridge Technology, Inc., Cambridge, MA) £fflV^T) U #7* 
ll7^V^-±tIILTaiL^o ^y^mmy^ K?-*tm%*kX, Be 
ckmanifrfcv >fW->3>*r/^- tOft^y Hlz-yg >fr%Mfefc «t 

07Ali, in vitro^O|t^^^9"7^7Kt7t:^OT^^ -Oftf^ H 
^Wn'Jy>A MtRA ; 07 A<D&mft) , Xi±2' RA— NR— AN— 01 
(2' RA-NRAN01 ; 0 7 AO^BMlk) , X(i13' RA— NR— AN— 01 (13' RA-NR 
AN01 ; !H7AO^M=^) ^#:^0 5^#ftO^BSHT29v--^-I^t4«(; 
mt-ftji^m^htztbK^mLtZo 2' RA-NR-AN-013K313' NR- 

AN-01O?lE(i«j^;fctt&n V v>AO#tB^S 0 y K 

mg/ml) (fiP^NR-AN-01 9 Vrt* If Oltmg/ml t <fc *) (±) fcLT^bSft 

^LTtm. 4B#Rig*KJ|U -<7)ra^#^*^0.5mCi/mlcO3H 
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(68) 8 - 5 0 6 1 1 2 

, mm?y^?muMix, mm^m^ttzo mm*, nm amm m-29 

!7Bli, EI 7 A^mtX±mLfzX : j H&&iMO}«RA (0 7BO6 
IM) , 2' RA-NRAN01 (H 7 B O^MA) > X&13' RA— NRAN01 (0 7 BO 

*fflJft£l6-18B#WlBl&8§IHI (EP*>-^; o/n) ^ h Ltz&K 4 Bf ffl 

3 H - n >f v > * W?* S^Jt^-e * K^fcHH^o fefcliig 7 A K 

m 7 ARirm i b Ltagmct, ht29*m«k <t * 9 y^^^m^mt 

-T^nrtlRA, 2' RA-HS-NR-AN-01 5.^13' RA-HS-NR-AN-01 (T>WmSi 
TOB#K?iJ^:^B^^t^o S&fcJ^ HT29iE»::fcV>T(i, RA-NR-AN-01K «£ <b 
-f \Z^ 5 53*flM >*3.s<-isa>fSHzmz£ i?5I§jgi$*L*ffiWfi16-18^FW 
Ultirit^ifcLta^^mof: (H7B) o iticmtt, 2' RA— 
HS-NR-AN-0TO213' RA-HS-NR-AN-01K £ ZmRtom2MB<D®imt> 9 

"CjPx.'btL^Jir^UJi, NR-AN-01-g^#Oin vitro#ffl(C^1--5>B 
<(5^O#*ttSr^-r*t,H^tLS 0 L^L&tf ? <b, NR-AN-01-^fW^ 

* h mm i> h ^ - -e $ ^ & * *n £ » t xntfimm k mf-tm^ 

0 7Cii, EI 7 AdWLtMiSELfcJ:-? H&&itE«;iRA (0 7 COS 
H£) , 2' RA-NRANOI (07C©^Ilft) , X«13' RA— NRAN01 (EI 7 CO 

*m=ft) ^o 5 ^ito A375m/m^ - * ~mwMmzm*i-%}%:*w<< 

&in vitrofft&<Aig*£^7 7K^to ^Hf^ii, A 375$ffl JJS, £ 
5ftm4y*3S<-YL, »tT, JgjfeKO.&nCi/ml 3 H-n^v> ^tJDx.^) 
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(69) #*¥8- 5 0 6 1 1 2 

, 2' RA-NRAN01 (13 7 D O^HM) , Xii13' RA— NRAN01 (07 DO 
&in vitro^O|gf:^^9 7^1-o #^£-C{i, A375«£ M^/JC^ 

K^rJ&£ 4 B#Ph13 h - n v y 9 St^J£&£* KW^fco Hi-Ol^fiH! 

7 a tc±ta $ tir (D t nmo^x /n>nn 0 

HI 7 C 7 D ^ Lfc*t*Ji, A375#W»^ <£ & ? S^KS 
trf-etveftRA^ 2' RA-HS-NR-AN-OI^.^13' RA-HS-NR-AN-01O@B#^ 
&TOM^*£i^«o 2' X(i13' RA-NR-AN-01^*MS^#(3J:*|R 

Ktz) mm^\^c\L± (H7C) o zLtibnmWi*. ±M^mi kwmi 
-e ti p, (±0NRW*Bite'e t± & < , incite K*t t T#fiift £ o tz z. t * 

E*^*(±^<«^$tL*^o^ (I2 7D) o ®7 CRtfmiDKTFLtzft&Z 
^U-rRA-NR-AN-01^##O#^fi</Sfr*l4> NR-AN-01f£^? 

B054ijM¥ft mmm^rn tr#^ ti^i^a, ±i£oa375«^m lt#p> 

*itz%><r>bnm?h<otZo BP*>, lin'j v^A^mKai^OOng/ml, 100ng 
/mlSW f 50ng/ / ralT*tHgO60%^ 66%$.<^90%O^ >>^SteJ&<7>ffli-&JSffl. 

to%RTf98%"?&vtz 0 itlKStJfcLT^ 2' 3H±13' RA-NR-AN-01ti* 

* n&irt iz m l x \t 1 0-20% ia« 



(70) 8-5 0 6 1 1 2 

fcfV-Y \Z25XXMfk/ *7X-)VX*W& L t\ 7^3 f&T < & ^T^ 5 %C0 2 /95 

%^c£^«ylviM4^6-i8B#F^ ^1^- h Ltzo u y v> a (ra) 

, 2' RA-HS-NR-AN-OIS.^IS' RA HS-NR-AN-01 O400ng/ml £>780pg/ 

mi t-c<Dmm2m^$m^mmL, ^«oioomi7'j 3 - h ^-ii^o^;!/ 

V- h ^48P$^-r ^ta'?- h U ^tC20ml/^^;K7)5mg/ml MTT^E^inx 

* £ t kx *) , mmimimzwrnttzo -fv- \ zm^\ 37x^4 b#ish 

W-fenT^t^^^-f ^KE^fiKtJ* 16-1 8lt ^^i^-y a 

08Aii, in v\tro&&<Dj&%*y i ?yi,Z7fiLtzi><n'elbt)^ - 

Ofi»^ r^»n'Jy>A (EI8 AOeiA) ^ 2' RA— NR— AN — 01 ( 
NRAN01-2' RA ; 0 8 A<7)*M») , Xi±13' RA— NR— AN — 01 (NRAN01-13' 

ra; msAo^mmn) ^sftfmnmow^-x-m&mfWimMKRisir 
* an-? s tz tb Kmm l tz 0 «a n 7 b k m l t ±m 1 tz o t mmo^mx 
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(71) #S¥8 - 5 0 6 1 1 2 

m&ztto 07 Aizmtxtm (±ie) zfttztmm<Djj&x~mjm#Z7'v 

y MfcL£ 0 

H8Bii, I^I)»D'Jy>A (0 8 BO&IZg^) , 2' RA— NR— AN— 01 
(NRAN01-2' RA ; HI 8 B<D*M*W&) ^ RA— NR— AN— 01 (NRAN01 - 1 3 

' ra; msBo^mmn) ^<D5ftmmm<7)A375m/m-?-%-m±mMKR 

If-tM £ m<< Z> tz lb K L tz i n v i t ro^O jgf * £ ^ 9 7 f C ^ L £ & <0 X h 

% 0 ^mm±, m&AKWLx±&Ltzi><Dtmwt<oijm-c$mLtz {%Lxm 

0 8 Cit m%2>m&<r)V } )V>A (0 8 CO^lM) . 2' RA NR-AN-01 
(NRAN01-2' RA; 08 C^^lil) , Xti13' RA— NR— AN— 01 (NRAN01 - 1 3 

' ra; co^bmm) ^<o5frmmn<vm29^-%-mffl&mKR\2?®%: 

OR^ZtzibKmMLtzin vitrofti-OMI^^ 7 K7FLtzi><7)X&% 0 
&fi, 0 8 AKmLX±mLfzi>(Dt®m<Djj&xniMLfz (ZLX®i%Z7°u 

0 8 A- 8 CK7FL£*g*l±> *Sffl*W££SRA-NR-AN-01&'k#RO 
^-f>^M?:/^t^\ LfrLfemmXM, 2' Rmz' RA-NR-AN-01t±gB$H 

tzo Ltztf<Dxm%i±MMmM? >^?n&j&<D&mmmw (±ib0 7 c - 7 d 

L£ (08A-8C) o 

&z%titzfommt*femumzzt*7m.irz>o ztit><Dm&*&t>-£x%x. 



(72) 8- 5 0 6 1 1 2 

itro#f£ii, in vivo^rt ffiM1fcim<D®.mK&m^H"C$>2> tmtt £ flfzo 

l * # ? o {zmm* nmm * mm t x \ n v i voo ^ ti <b o i&ayss^oab 
aw ^ K&nz & a&# (pm^. 

\m\% *mwm * imw-t & 0 y±a# -f - f ^ ^ifiiwo^Mit^ £?r&ap 

mmz*:4 if (HRP) ^-fl-g&fc&Af £ fcjfiljf 

e^(CHRP^Mt^tv^Clt«*^^$^TV^ (6) 0 LfrL%&h 
, HRPfiNR-AN-01 i ^/h^V^^t:^«9, K hRVJ zmfflWki**^'?? * 

& £ t iz X *) v > ^ t^o 

(300mmHg) - 3 ^J±<Z)|6HO#&OJEE;ft^45#ra- 3 ^F«-AN-01 £ 



(73) #SeF 8-5 0 6 1 1 2 

$ ^ KfM&m&&Z%^X^ K)%^7";i/^^NR-AN-01 KMtZU#lWMi& 

sx^^o^iit b ^250kD m-M-ommm*&%irz>ztmmLfzo 
?>&7i$^ stw^xmt^wnm^, i$vF^mt^^^\QQ>*m^x%mm 

^ffliCpSJSiLTNR-AN-Ol^^tTto NR-AN-01(i, ^ff3-5Hg(C7^ 
KbtltZo ZtlbOlftZaZ* NR-AN-01#in vivoX* %<DU&J$iM.tft&&jK1(g 

mm 7 

in vivoPjflLl^rtflftfflfl&OM 

* z^jt^tt w let s i n v i yo<Dmmmmm^<7) mm km-t & 

-01 (BP^lfcf^fM^ >/^®X(±-^^OR^^ioV^T(i^.^VSMBPh 

*c$tLTv^ (12) o itL«bO|^-Ct±, #7v^-> (£J:^1.5: 
~^:l»Jt) £fflv^lI»Ko}«ti, J|£1.5- 2 -fe^f-o^o^R^ 

tz*\ LfrLfcmtLxBMKik^mtmwikmmmmbtifzo ^m\t 
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(74) 8 - 5 0 6 1 1 2 

<Ur\<*2> (13) o 

ri^r^W^Jt (VSMBP) g^OlOiiin vivoX^V-->rt LTiftiat 
tt£ML£ 0 *MM7 HlEfc^^TV^ j;^;, n 'J v > A-NR-AN-01^ 

Duroc X) fclS&Kfflv^o II^MtSCftTMVyV > Kffl ij ^T£t) ? 
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(75) #£¥8-5 0 6 112 

3t 1 



i 

*f]$ N VSMBP VSMBP, 200 /fg/«l, P H6.5 (PBStJO 

2 

*NRU PBS PBS, P H6.5 

3 

WM. MM 'J-^A, 2.5// g /ml (PBS), P H6.5 

4 

§jS$L if^-#: VSMBP- RA 2 ' (200/fg/ml VSMBP & 

2.5 a g /ml RA) 

5 

t&ik VSMBP -8113' (200 // g /ml VSMBP 

& 3 . 1 // g /ml RA) 

6 

t££U IS£-# + RA VSMBP -RA2 ' (200// g /ml VSMBP 

& 2.5// g /ml RA) +l|n 'J y A 
(2.5 g /ml ) 

7 

t£!K 8c^* + Bfl VSMBP -RA13' (200 //g/«l VSMBP 

& 3.ijtfg/«i RA) + jfifli o y 5; y A 

(2.5// g /ml) 

: 



*8I) &tf 4 X 4 (SI) Uresil Vascu-Plo® £/ 'J 3 - yifA/l/ 
(Uresil Technology Center, Skokie, 11) ^i 1 !*^ 23cm CD ft £ 



(76) #S¥8-5 0 6 1 1 2 

WMLfZo ioMt, afiSrafi^ V 7 (3-011^) £fiJitffM* 

KJfcLT, Inflat 

ion Pro ® (USCI. C. R. Bard, Inc., Billerica, MA)E;fr&lff| 
KJRty#lt£^X8<AFrench, Infant Feeding Catheter (Cutter Resi flex, 
Berkeley, CA) *m^XW8&kWR ^flft'&ft^ 3 %1±X 3 Wffi-fe^ 

^>h^«^t^ 0 3^«sw^^^v yy^m^mn^Lx, mmik 
m±mm ammm) iwmix, ^T—f-^MxamutLxm^x, ^<d 

feiiT-Tfr* ±XJSmM. rpKMLtzo i.±mmmx o;oii7-f ;vM4*fP 

^ ~>k&*ffi3kLtzo ztit><om&, &$$RTf®m* iLt*t- t )i 

Xfi, ^rOmmaU^S-O^/^v^y^'Jy'f-^T^ (Novafil, D & G Mon 
ofil Inc., Monati, PR) X 3 - 4 §m^rLXM£?z 0 

®m& 5-6Hic vyy°? -%m&x 6 m-r^x ztm u &m^<r>£mm 

*) 0.6mI<D^ 5 *f — JU Telazol® ( & fig ^ !✓ ^ 5 y ; A . H. Robins 
Co., Richmond, VA) SOU 5ml ->7 Vy (Lloyd Laboratories, Shenandoah 
, IA) XSmZ^X, ^Vy*mK- (i-YWJ*^V>2mli&^ 1000^. 
&/mi) , tf&^y h^;nf *-;wc«fc 0£m?E ££o^&tf;*jfi&IfrM 

-76- 



D00008450.006 



(77) #£¥8 - 5 0 6 1 1 2 

^ISItL. O.C.T (*if-CDllriS&Jt) ^^-fel (Tissue Tek© , Miles La 
boratories Inc., Elkhart, IN) #^ 'J t^JV KCIt:!^ WLfamM^Wfe 

^ n-AMassons Tr ichrome&t^^ ? n — AMovats Pentachromet^ 

»EO^|5f^)toa^S^»f>, fl-fc&JfeU RA-NR-AN-01|f#«3l 



^ 2 

¥Ej (IB!) 

MMs HAB 4 3.75 ( 3 4 ) 

IGU PBS 4 4(4) 

MM, RA 2 4(4) 

K&U 2 ' RA 

(KBE) 1 1(1) 

(fcBE) 1 3(3) 

KKv 13' RA 

<*E) 1 1(1) 

USEE) 1 1(1) 

*F*HRsnc BSJ? : 1 + £> 4 + StoRS?!* 

m9 A^Ltz^it, fa&Mmffi&5MmE<D*&m8}m.<omwm (feme 

bMtixftfe (IH9Ao#i) a**^LTv>&o;&^ff>*i&j&^ £*ui9jt>tf> 



(78) if#Jt¥ 8- 5 0 6 1 1 2 

^mmmmm (Ei9A^#3) Kmi><Dx$>z> 0 

) o itUift^ttflfl (EI9BO# 

2) ^t>|*I& (09B<D#1) ^MiLTV^V^i-eiAiE^a^ 

o ±KKi>, mmmm^mft^<Dmmm^ tmm (ei9bo#4) a* 

££Jfc#L£*N^ 13' lt^# (fiP*,13' RA-HS-NR-AN-01) 
ftmiiJ¥£ffilt«MLT2 / (BP*, 2' RA-HS NR-AN-01) 

0 9B^iov^ !tmMi&ffi&<nwmzT&mm&&fc*& j $t2>t, 
m<Dmmm<tz¥mi&mM<D%m%mw*$iCtz m9A) 0 gmk, mm 
m^mi-mmmmzmt^^mht} t x *mwkmm & * i*un* \m 

mm^ti, ^iQft&mmtffi&ttt&ffl& (m9Bo# irv#2) toiic 
& , i*uni k is n h mmmm * m±t & mmmw^w k x h 
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(79) 8 - 5 0 6 1 1 2 

ikm^mwmmin vitro pmRif?y^?w&mm.m 

(Omt) *m^?z 0 3 H - n 4 v yjklf* H - * 5 V > JR t) iLfr&mzfflMmfflkfe 

5^WHg;3H-P^y^j&^ : 40,000«/mlOltW¥?fMm^M 
B24 -7 J- ^ 7° V - h if 1 m I / 7 x ;v jg x.# tt fz 0 »l7C$l (t&fn) tfi:5 % 
CO2, 95%^-C37JKCCyv- h £-&>f >*a.s<-h Ltz a KS^^*^lO 

iSiHOS^*, 5%7vJMlMt (FBS, Gibco BRL, Gai thersburg, MD) 
& 5 % jfilVf 7* 5 XSerun Plus© (JRH Biosciences, Lenexa, KS) £ 

mm%m%\ s^iir? xs eru « pi us © £^*r i- £ a ^ 

v ^IS^DMEM (Du1 becco^O If JE>T - ^OUgtt) L 7^0. 5^ -f ? n * a. V 

-/mlWR-UJisy lm\/iy^)V*mz-fZo lIHTcM* 5 %C0 2 ^3713^-^ 

, ^BSv^^hJ:b^t^«<7>^#ratFi:co^--lr > h U 3 =100 

%, 2 =70%-100%W 1 = 0%-70%-C*oTto iW37!J >-^<7)fBi|fi 

J&£^5%TCA^2|l»L£o 7^;V^7c*)400^ 1O0.2M NaOH^SUx., 7°V 

- v^m$mi^±xm.uv2wm^ v l?z 0 200^ 1 /v^<r>m 

mM^y^^f -^UvVfl'-yg >A>f T;V (Bio-Rad Laboratories 
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(80) #S¥ 8 - 5 0 6 1 1 2 

) ifCftLT, 4 ml ©Bio-Safe© Hi®* > V 3~ V— i/ a V W. (Rese 
arch Products InterCorp. , Mount Prospect, IL) ^Mz-fzCO^b \Z 
fliW L fc. Lotus 1 - 2 - 3 © 7 t -f ^-"-fflSSI&ffLotiis 1-2 
~ 3 © ^ fc#8r © » tdBeckman "Data Capture" V 7 h V * 7 
M>^-7x-X -e^HI" £ Beckman LS2800^v > f - V - v a > ttl^ltTv^ 

5 irog ; 3 h - f - ^ v : M.mmmmM^mm2W3-)vy°v~ y 

ft J O?MM5%C02^*T37°C-C-^ 5%FBS (Gibco) *'&tr%£%m*'C't> 
**s<-YLtZo mm^^^^hmit, J&JtSi 1 (DMEM: r/ya'J> (5 
^ g/ml) , ^>X7i'J> (5 /ug/m\) RXf-f h V ? A -b V >f h (5ng 
/ml) (SigmaChemical, St. Louis, Missouri ^«bj*A) ^^^Tl'-S^cSST-* 

»® o tz tb k, immofmmm * mm 1 1 ^-co*^-* 

~/m\<7)3H-?-$i?> lm\/iyx.)V$:M?L?Zo 24l#l|!!§gni^£*&*i!*K# 
tfc$*L£l.0v>f ^n^^v-XmlosH-f-^ Vy 1 ml/?^ i: £ t> tc$fflj&£ 
>f^^-y 3 >inci: £ tir £ *9 . L tz 

o Mi»g^f*^v^T(i, >i:ic|ffllt*»15%C02^-C37 <> C-t 5 -^^ 

v 

s 7^C»tfc»ca8Lfc. Lotus 1 - 2 - 3 8 7 r Ol- 

•"-©^M&tfLotus 1 - 2 - 3® £ ffl 3HJf © 2£> KlBeckman "D 

ata Capture" y7f^x7M^^-7x-7 "CSiKi" £ BeckmanL 
S 2800$#: v W-y 3 >IHKi:fi"TW 7 ^ £ff St L fc 0 
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(81) #S¥8-5 0 6 1 1 2 

F (Nunc, Inc., Naperville, Illinois) ±Mft;UrHt;fco 2oO^'iVX|ift 

W128M) «€$a/to X7-f KI^T2if)if Lt^^^tSM 
* L 3 H - n 4 v > W 3 H - -f ^ v ^tz<D t Wl iz* 

i&mmzmflLfzo #4-7^;i^^ KM\ _hfB?>3 H-n 4 "y>Rm H-f- 5 
v»*fc£fcJ: tyfl^SfutJ:^;:, ft/J^i?tJg (^;v "C" ) 
$tfkgZ (V^-fr "B" ) , £t)i&^-ftmm (*7^fr "D" ) C-iiftCL 

tzWiSt^h-otzo JEmmKm-rmmt tr> &&<yx;v -a- ) £ 

*ftka (*&HfcO&) OtSKLfco ^^a^-ya^li, 37°C, 5%C0zigjH 

r!gi5i^«ifc^«9«x.^o &wfrm&&Km<i'?, s^>^a^-y3>^ 

: 24R# ^ H - n 4 v > * «ffl#*fc£St£/ f 24l$IHP H - f- S V ^DNA 

a-iod(c^i- 0 w&it&mM-t^x, mmmtttemmm (3H-n^»^ 

^^ffi$|T^M«li 3 H-f-5 y>t^^i ^Tv^) £9jjFU 

^ ^b^i±ifiL^¥if^«o^>/^K^^iawi-s i ^} < 5%fb 

y>B(7)^>/^fI tfDNA^jS IS#$J* £ , El 1 0 A - D K Zti^ti&t 0 
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(82) m 8 - 5 0 6 1 1 2 

^MMmwrnm^mti^, ?u—f)vm* (nr-an-od ws&v-z* 

fflv^Tin vitro&tfin vivoOM^-C2lffl£ L£ 0 Jfrl^f^lCWIflig* (B054 
) , mittt^FSJfflia* (A375) SWOiCltttWJBJW (HT29) ^10nm<7)# 
If - X 1 1 i> K , NR - AN - 01 -CWBL L * ffl v > X 4 y 

ft/hS ; 2 =gjg ; 3 =*&m ; 4 =llt^i,o e?oi»?rH» 

$ *L ^® A f - > 'VONR - AN - 01 £ & < & H~ - XO^IW#f $ *l, * 

OjtaPO^#MW-f >^--tU-lf-v3 ^^Cfco NR-AN-OlUfiMt&lf-X 



m 3 





v V 




mm 




-»M h- 


m a 
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'J V 
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v -tf-y a y wj y y-Ajft»o5i®=Sr#-9 H-x^®^£#|i&fc l£ 0 0 

13li, tr~XS4^iaHBOin vivoOV y y- A*<DiK^*iJfi£?Ft 0 
y ^^PX^'J y%i^M h^yyy^&jflLf^f^in vitro DNA^a^y 
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(86) #St¥ 8 - 5 0 6 1 1 2 

fiaM^t&f&fflMlz&lfZin vitro DNA^tf* y rt? * 9 *7 n 

* 5 % v|&^lfll» (FBS, Gibco) ®.0 ? 5%SerumP 
lus ® (JRH Biologicals) & DMEM (Du l becco CD j^IE 4 — ^ 

! (Whittaker Byproducts, Walkersvi I le, Maryland) ( 

sfriwmg ; ? w^eS*^ : 

JfllW¥^«*40, 000-50, OOOtt/ml-CftxtttfT. »8(0 "5#|fl 

V><W&^r$tfg (200ng/ml, 20ng/ml, 2ng/ml, 0.2ng/ml^.<70. 02ng/ml 
) ^WC^t$W; 0 tO*7y>B(:|LTIi, 20ng/ml, 2ng/ 
ml, 0.2ng/"ml, 0.02ng/ml^^U002ng/mlom#«^^^**^^f5:$ 

^-e^fi-e 5 4 y 3r 3.^— Y Lfz 

ifof^f^ (B054) mmzmnmx, ±mo u 5^mmm; ? 

y\k, J§*«r®5ILT, ^^^ffc$^ lml/^;^1.0^Ci/ml 

- f - ? v ^ (3 H-n>fv £ jjn x. o & 5 %C0 2 M"C37 0 C "tr— 
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(87) 8 - 5 0 6 1 1 2 

24%a f i2omiBi»g ; 9 y^^^mk^ : 

MMW-mm (B054) £fflj&£20,000«/ml«M24^;W7°V- Mc*gx.#lt 
SilTC^ mm) 4>5%C0 2 , 95%^-e37°C-e-^ (lml/* 
tf»TM ^a'?- h L£o ^ 9 ^7 U 7,yf^) y (Dn^tMWl (100ng/ml, 1 
Ong/ml, lng/ml, 0. Ing/ml&OU Olng/ml) «\ ^-CTK^)J:^:2oO 
WHC^i$:$^£o t^h*7y>Bi:riLtli, 1 0ng/ml, lng/ml, 0.1n 
g/ml, O.OIng/mlSr/O.OOIng/mlO^ic^r^^TfeoJ:^ i:2oOWi: 

l ) -££Jgrtt ; 

*&«L (2) — DMEM (n^fy^lf) 0 0. 5? Ci/ml W H - n 4 v > 0 
ig* (2) Ji, ^Oftj^24^H>f >*i^-v 3 >»;lv^ 0 

£^JC, 24Bff H mS^^^T, #?6«£±fS<Dj:9 (2) *-C^L 

£ 0 *i;n0>£>ig«i (1) «3IU ig* (2) ^»Mlf»7'j3-h 
ef^^xiH^I^ Kmz-fco ^V^J§% (2) ^^BS^i;KciJ0x.^ o 

120l$Wtfc£-Ct;i\ _hl50J;9 (l) K#fRL£ 0 (1 

) *?7x.)Vfrbm\U (1) ^^MlfflOT'Jn-F^l^f^x 
;wc4»*hc2jd££ 0 (i) ^M^^^^JnA^o *&*£24i$m& 

W9&x.t\ mn^mm^m^^^^mx.fzo smmB (bp*>4b@) k 

. ±IE«0J:?K, (2) "C^LTto (1) 

5IU (2) *Ote««-$<07'j h£Ml&^.x;wc4SJ9 KJnx. 
£o ^:v>t?i§tfi (2) Znmy^fl'Ktox.tZo 
3 H - n 4 v > (5^) *0$&aS3iJ ^Mil^* 5 %C0 2 -C37&C "C- ^ 

>r b Ltzo >x^±Bo 5frmmn ; * y^tsfrm^Kimzti 

7 7>f XZeiss^Klfc (Zeiss, West Germany) &JBv>T320fr?¥£jftl£L;fco 
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(88) 8- 5 0 6 1 1 2 

24Rm2ommmm ; dna^^ : 

"24R m 20m m mm ; 9 > K^&t&r k m t xtm £ titzmw, tc l tz 
o x*%m immttz &\ 11 l^2ar m 20^ mdna^^ k & & t a jg* (2 

) t±: 

ig«J (2) =^^% 0 I.O^Ci/mlc^H-^ v? 0 (2) ii, 

ffi* (MED) £*fetL£ ;*#SO50%jg*«#'ft*m^ LtML^o 5#W 
X^n^^'j^li^;^ n&J&tkfcX (± 1 OOng/m I , m&fe"? It 1 
ng/m I <DIED& t £ 0 

7s*?*7U7,^) ^iCMi-^24B#KMEDii^>/^®^lt^{i10ng/mU DNA£- 
)£#b£"?fi lng/mlT?*o£ 0 HtSi±> * * ? ox^f V ><7)120B#ra^K^M 
LTtt lng/mlcOMED^^L^o 

Ong/mlOMEDSr&fELfco h # 7 v > KM-f £24B#KMED(± * 
^"Cfil.Ong/mU DNA^t^-CttO.lng/ml-C^o^o M&5£l*, **?n 
7s # 'J y CD 1 20«l!§® K M L T ti&O. 1 ng/m I CO MED £ ?j; L tz 0 

±ieo*m i*?"s>BKmMztitzt®tmRWL$:m^x^ t^*7'» 

CSW v>D^M^24Bfr^^WF^^«m^L^o 24fl#WTN 

^ b^^v^Cfi^^^^K^^Tiil.Ong/mU DNA^t?Ji0.01ng/ml 
OMEDSrSIEL^o 48B#W-e(±, h jj 7 v > C ti * >/^K^j&tfc£-ei±0. 1 
ng/mU DNA^^±0.01ng/ml<7)MED££fEL£o ^ h*5v>DI±, 24BIW 
* W^K^Jfc^-eiil.Ong/mU 24B#HDNAtfe£-CI;i:0. Ing/ml OMED&3HE L 
fc 0 h*7v>D^048^K*8{i, ^^/^W^mf^^DNAff^OM 
^-e0.1ng/ml-0.01ng/mlO|gHCMED^7KL7to 
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(89) #ST 8- 5 0 6 1 1 2 

S» (B054) £#fc 0 «*^J5mlO^*^A^^¥ig6 *7X.)Vjm&%-fV- 
5 %C0 2 >f > * -3-^- 9 - ^tc37°c-e 1 B#WSV*£ 0 #CK>t3J8PJ -ki/yy 

O^-yg >{i^r«0|B»Ki^^L, tf^ll^ll £ afc«0»£ 
5?1" £ 1 mg/ml T V * 7- )V 7, )V * * v K (DMSO) ^ L >f h U 7 
v>R (Sigma Chemical Co.) b 7?M^iIL/;o ^ F*77>BX 

tz : 

am : 1,3,6,8 ikmm m^mmnmmo^ 

bi: 1, 3, 6, sRmoBrmmmMmmo ^©tw*t7 0^ 

, O.I&tfO.OI// g/mlT, &ft#Jlfetti&4>^£*i£ 0 ffj^^^M^MJ^® 

^4i±, iti^on^it^^^-To "M- immm&ZTFL, 

i ; + 2 =g« ; + 3 = *^J£ ; + 4 =mi : : SM&«»l« 
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(90) # S¥ 8- 5 0 6 1 1 2 

-=#t££ l ; + 1 =m-m ; + 2 ; + 3 =*mm ; + a =mm%mm 



mmmrnvrnM (+1-+2) YU7i'>Bi!>*mjt?2>ztzmu m 
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(91) #ic¥8 - 5 0 6 1 1 2 



ZfibnmfrtfMft&l^ 6, 24, 48, 72, 96, 120, 168, 216$.U f 264B#ffl 

0ioa, lOB&mocic-g-t tisr*-^ tffimmms&z>o 
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(93) 8- 5 0 6 1 1 2 

mnmfe: mmum^Rifmm^^mmum 5-^-2' -r* 

^fy^'Jy^ (BRDU, Sigma Chemical Co.frbMX) ODNA^OJR &&£8l!l5£ 
"t * £ K <£ *K invi voJflL^^ff ^itm £ 5£* L £ 0 7|j ^OffiBRDU* / * n - 

±ISc7)BRDU/^l/X^||5 7 9 n hn-;V£j n vivo 7^ JflLW^^MI-^^ffPffi 

#E*^LT^V±S4t7t 0 50mg/ml<7)?fE<7)BRDU2ml^#:S30-40* o > K£>& 

) it^^i (Tissue Tek® , Miles Laboratories, Inc., Elkhart, I 
N) ^^r-f^<tltfflcryomolds(C||I^]i^r, 

Jflv>TBRDU£&ittL£o 

BRDuMlilkMlim : 

BRDU (1 g BmiZtifflfrMmlRVtlH NaOH3ml*iC#fO ^;V*ilf$3£tHC 
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(94) 8-5 0 6 1 12 

1 ) Wmmo 5 fjL m^JM-^^T-b h y (-20°C) ^Qftm&^Lfz ; 

2) W^^^M*^ K±K«-£T, *7>T K£37W10#M*£*$ 

; 

3) 7? 4 KSrPBStp-ClO^W, WJUfoKLfc | 

4) IN HCI^Mv^T^^-f K^*^;V^>»7X^*M-To :^)#^ #k 
atuiClN HCI0 2oOT'j 3- h *37 , CSy f 60 , C(C : ?l»f s ; 

5) 7? 4 K£37°C"?1^|!^ lmlO IN HC|-e-»L^ ; 

6) K£60t)OlN HCim5#W^L£ ; 

7) K^37°C-C1^, 1 ml <D I NHCI -Ci£$-L£ ; 

8 ) 7 y 4 VZm&PBStimLfZo PBSii 5 t>M"C 3 M&Z-iz \ 
9) ^>t±0|*Iiat4^ME£«^iE#-V^lfil?t (PBStfl !25) ^20^1^ 
BfL^ ; 

1 o) im. 8 t mm^ 7v4 k fcres-e^ l £ ; 

11) #fr£v^X#tBRDUifc#: (DAKO Corporation, Carpinteria, CA) tti> 
tdlOju g/m|-e30^W^ >^tjl^- h L£ ; 

12) is 8 tmm^ 7y4 K£PBS-e?»L£ ; 

13) WfrZtJ ZWW'VVt^i/y-VmWlit (HRPO) -V^/L^^XIgGi 
(Jackson I mmuno research Laboratries. Inc., West Grove, PA ; PBS"C 1 : 20 

KMR) RV4 %fc hABiMtt t i> K30frm4 ^i^-^U;; 

14) XfI8 fcR&K. 7? 4 Y'ZPBS-emfrLtz I 

15) ^^feUE (3, 3' -v7^y^vv> (DAB ; Sigma) , 200ml PB 
ScpK 5mg/m|-e) $.^200^ 1 ^30%H 2 02 tti> K10#W>f h L£ ; 

16) ZDfl8 tmm^ 77 4 K&PBS-Cffiip-Lfc ; 

17) |£#&Gi 1 1 I^7f^y'J> (Gill I Lerner Laboratories, Pittsbur 
gh, PA ; 30T-V y 7*) -?Wfc%&Ltz \ 

18) JM&tnm^ 7? 4 K&PBS-Cife^Lfc ; W&mWt (dHaO 500ml * \Z 

M'Jf)Ai gm) Tit ^ ; U4 * L tz ; % L t 

19) «ffr^£E7)cU MHfcLT, ^^^7^^lt/;„ 



(95) 8-5 0 6 1 1 2 

mmmz, PBs*«cp^tTBRDum^£ifi#L£ ; LfrLZtfh, h 

1 =2S 1 (HPF) ; 

2 = 2-5 /HPF I 
3=>5-^10/HPF; RXf 
4 =>10/HPF o 

^ 4 h # 7 v ^ B ? ? n * sj? 'J ^ ti yft-ffik 

2A^mmm^mmL &b.d , mmm (»n tracBRDuism»££ 
c £ o pbs& y ? n - i- frffiffim a , iwi - $ h &r»2. 5-4 oBRDu^m & 

h * 9 v > b & xi x 9 * u * $ 1; > <7)^^#»^#t4 (* ^ - *t omm tf&L 

f * 7 y > B t« L^^'/i/ - >Mt7^IIIi, iOtllt|LlL 

xAIV3^e^-^-^LaftifJ^^tfv^TA (R & M Biometrics, Inc., Na 
shville, TN) KXZriSjrMKMtimWLfrbmfeU MBLtZo ZblZ5m<0 
(l^Ko£S&M2# ; h*9v^Bffl*=0.1^ g/ml, 

mztitzo 
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(96) 8 - 5 0 6 1 1 2 

fc&^Lfco irft*MII^ PBSS.t/^y ^n-^-;^/L#:NR-AN-01(i, fWJ— K)M 

(D^-?flfr<DmwL<r)^4 f*7y>Bt«L^ : 0.0^ g/ml (BP^PBSPM4^t 
M) ; 0.01// g/ml ; 1.0^ g/ml&tflO.Oyu g/ml 0 »Jf^ WI£F»3#x-T 

(D%mttLxm^LtZo O.^g/ml ( = 140%^) 3&>t>1.0,« g/ml OftB 

oM»-e^(owfi^ffl^ii^$^^ (014) o 10^ g/m\mmskmmmm 

/ml) RVm&HM (PBS) li, W^Mm^±#20%^b*^L7to -ti^Ox 

0.01% Tween — 20® ( sjS V ^" + i> OC ^ Is -y y ^ k." ^ i^^ey tf U 

-Y, Sigma) £^r«0.05M* v^f- h V ?A 4 ml iC, 5mg<9NR-AN-01* 
y^n-t^#^^rt*PBS 0.5ml ^STlf#L&/$^ 
Wi'W&\fi m<0*myMt5f"; ^*i^50mg£^t&7jtf»«2.5m 
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(97) 



*f#S¥ 8 - 5 0 6 1 1 2 



OOmgCDfrfc^vtlP^-ttfc 1 ( 3 - V* 7 $ J 7°u t>) 3-^f-^*;i/sK 

1 - 2B#H>f V^fa^ h-f-^o 0.2%-if7f 
) 50mlT«t&o rl^t/^40,000xg-C\ 4 -10°C^ 2 B# F^l^it £ o ±iff 

y p tf * - ;HK»J £ ffl v > r , £ M ib t £ 0 

(a) ^fi: V— v*-#l77l4KJ: y\ 1 ^ m «t ^iH^fcRI Ltlil 

( b ) #it KjI^StS : JS^fii 1 1 * y ; <? * f^f- KJ&-£#o ^ ^ 
^a^-v3 > (-f y ^j.^<-^ a yM^Kimmm^ y^^ M/^y'f- Ktf ? 

ho 

( c ) 9 y^?w/^7°^- mmikvmmv&fe -.7^?? x&Tzmm. 
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(98) 8 - 5 0 6 1 1 2 

m 6 

NB-AN-01tfeg ? t v ? A&^Ofttt^ 

S^SS Ab/fe^Oftft ISAAb(tfg) Ab#-? 

1.2 A m 40,000 42 3520 

1.2 Arm 84,000 66 5470 

0.4 tt m 32,000 99 3160 

0.4 tt m 64,000 140 4550 

0.1 is m 932 140 65 

^ 7 









+ Tween 20© 


-Tween 20© 
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{j m 


8.5 


< 5 % 


< 2.5% 
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u m 
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±20% 
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1.2 


u m 
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100% 


0.4 


ti m 
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0.4 


(i m 
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±30% 
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0.4 


ti m 


5.5 


100% 


100% 


0.1 


# m 


8.5 


<20% 


< 10% 


0.1 


// m 


7.0 


^50% 


= 40% 


0.1 


ti m 


5.5 


100% 


100% 




16 © J; -5 


t~5Qml1 MES 


(pH 5.5) ; y VW% 


i (pH 7.0) j X 




ffi CpH 8 


.5) mmmzmm* 
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Publication Title: 

THERAPEUTIC INHIBITORS OF VASCULAR SMOOTH MUSCLE CELLS 



Abstract: 

Methods are provided for inhibiting stenosis following vascular trauma or disease 
in a mammalian host, comprising administering to the host a therapeutically 
effective dosage of a therapeutic conjugate containing a vascular smooth muscle 
binding protein that associates in a specific manner with a cell surface of the 
vascular smooth muscle cell, coupled to a therapeutic agent dosage form that 
inhibits a cellular activity of the muscle cell. Methods are also provided for the 
direct and/or targeted delivery of therapeutic agents to vascular smooth muscle 
cells that cause a dilation and fixation of the vascular lumen by inhibiting smooth 
muscle cell contraction, thereby constituting a biological stent. 
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